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"!A SUBSCRIBER PRICE 
ILE 'MEDLINE' ENTERED AT 10:39:27 ON 08 AUG 2007 



SINCE FILE 
ENTRY 
-2.34 



TOTAL 
SESSION 
-2.34 



JFILE 'EMBASE' ENTERED AT 10:39:27 ON 08 AUG 2007 

f Copyright (c) 2007 Elsevier B.V. All rights reserved. 

FILE 'BIOSIS' ENTERED AT 10:39:27 ON 08 AUG 2007 
Copyright (c) 2007 The Thomson Corporation 

FILE ; BIOTECHDS* ENTERED AT 10:39:27 ON 08 AUG 2 007 
COPYRIGHT (C) 2007 THE THOMSON CORPORATION 

FILE 1 SCISEARCH 1 ENTERED AT 10:39:27 ON 08 AUG 2007 
Copyright (c) 2007 The Thomson Corporation 



FILE 'HCAPLUS' ENTERED AT 10:39:27 ON 08 AUG 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 



PLEASE SEE " HELP USAGETERMS " FOR DETAILS. 
COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 

FILE 'NTIS' ENTERED AT 10:39:27 ON 08 AUG 2007 

Compiled and distributed by the NTIS, U.S. Department of Commerce. 
It contains copyrighted material. 
All rights reserved. (2007) 

FILE 1 LIFESCI' ENTERED AT 10:39:27 ON 08 AUG 2007 
COPYRIGHT (C) 2007 Cambridge Scientific Abstracts (CSA) 



=> s controlled (w) release 

L10 52992 CONTROLLED (W) RELEASE 



L10 IS NOT A RECOGNIZED COMMAND 

The previous command name entered was not recognized by the system. 
For a list of commands available to you in the current file, enter 
"HELP COMMANDS" at an arrow prompt (=>) . 

=> s 110 or 111 

L12 56361 L10 OR Lll 

'=> s #####trans-l [9dimethylamino) methyl] -1- ( 3 -methoxyphenyl ) cyclohexanol 

UNMATCHED RIGHT PARENTHESIS ' ETHYLAMINO) METHYL] - 1 - ' 

The number of right parentheses in a query must be equal to the 

number of left parentheses. 

=> s #####trans-l [ (dimethylamino) methyl] -1- ( 3 -methoxyphenyl) cyclohexanol 

MISSING OPERATOR ' ##TRANS- 1 [ (DIMETHYLAM ' 

The search profile that was entered contains terms or 

nested terms that are not separated by a logical operator. 

=> s trans-1 [ (dimethylamino) methyl] -1- ( 3 -methoxyphenyl ) cyclohexanol 

MISSING OPERATOR ' TRANS - 1 [ (DIMETHYLAM ' 

The search profile that was entered contains terms or 

nested terms that are not separated by a logical operator. 

=> s ####trans-2- [ (dimethylamino) methyl] -1- ( 3 -methoxyphenyl ) cyclohexanol 

MISSING OPERATOR 1 #TRANS - 2 -[ (DIMETHYLAM ' 

The search profile that was entered contains terms or 

nested terms that are not separated by a logical operator. 

=> s ####- trans-2- [ (dimethylamino) methyl] -1- ( 3 -methoxyphenyl ) cyclohexanol 

MISSING OPERATOR ' -TRANS - 2 -[ (DIMETHYLAM ' 

The search profile that was entered contains terms or 

nested terms that are not separated by a logical operator. 

=> s -trans-2- [ (dimethylamino) methyl] -1- ( 3 -methoxyphenyl) cyclohexanol 

MISSING OPERATOR ' -TRANS - 2- [ (DIMETHYLAM ' 

The search profile that was entered contains terms or 

nested terms that are not separated by a logical operator. 

=> s -2- [ (dimethylamino) methyl] -1- ( 3 -methoxyphenyl ) cyclohexanol 
MISSING OPERATOR '-2- [(DIMETHYLAM 1 

The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 

=> s [ (dimethylamino) methyl] -1- (3 -methoxyphenyl) cyclohexanol 
MISSING OPERATOR '[(DIMETHYLAM' 




*=> s prolonged (w) release 



PROLONGED (W) RELEASE 



The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 

=> s [ (dimethyl -amino) methyl] -1- (3 -methoxyphenyl) cyclohexanol 
MISSING OPERATOR 1 [ (DIMETHYL- A 1 

The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 

|=> s [dimethyl-aminomethyl] -1- ( 3 -methoxyphenyl ) cyclohexanol 
IMISSING OPERATOR 1 METHYL] - 1 - ( 3 - METHOXYP 1 
rThe search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 

1 

|=> s (3 -methoxyphenyl) cyclohexanol 
*MISSING OPERATOR XYPHENYL) CYCLOHEXANO 
-|The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 

it 

=> s (3 (w) methoxyphenyl) (w) cyclohexanol 

: L13 76 (3 (W) METHOXYPHENYL) (W) CYCLOHEXANOL 

=> s tramadol? 

L14 11588 TRAMADOL? 

=> s [ (dimethyl (w) amino) methyl] (3w) ( 3 -methoxyphenyl ) (w) cyclohexanol 
MISSING OPERATOR ' [(DIMETHYL' 

The search profile that was entered contains terms or 
nested terms that are not separated by a logical operator. 

=> s [dimethyl (w) aminomethyl] (3w) (3 -methoxyphenyl ) (w) cyclohexanol 

L15 0 [DIMETHYL (W) AMINOMETHYL] (3W) ( 3 -METHOXYPHENYL) (W) CYCLOHEXANOL 

=> d his 

(FILE 'HOME' ENTERED AT 09:08:03 ON 08 AUG 2007) 

FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS , SCISEARCH, HCAPLUS, NTIS, 

LIFESCI' ENTERED AT 09:15:26 ON 08 AUG 2007 
LI 10 S ECTEINASCIDIN (W) COMPOUND? 

L2 3 S (BACTER? OR CANDIDA? ) AND LI 

L3 8 DUP REM LI (2 DUPLICATES REMOVED) 



L4 


2 


S 


L3 AND RECOMBINANT 






E 


ESTEBAN B P/AU 






E 


PEREZ T A/AU 


L5 


629 


S 


E2-E3 






E 


IGLESIAS A V/AU 






E 


IGLESIAS ANNA/AU 


L6 


2 


S 


E3 






E 


MORENO R M/AU 


L7 


49 


S 


E3 


L8 


680 


S 


L5 OR L6 OR L7 


L9 


0 


S 


L3 AND L8 



FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS, NTIS, 

LIFESCI' ENTERED AT 10:39:27 ON 08 AUG 2007 

L10 52992 S CONTROLLED (W) RELEASE 

Lll 3850 S PROLONGED (W) RELEASE 

L12 56361 S L10 OR Lll 

L13 76 S (3(W) METHOXYPHENYL ) ( W ) CYCLOHEXANOL 

L14 11588 S TRAMADOL? 

L15 0 S [DIMETHYL (W) AMINOMETHYL] (3W) ( 3 -METHOXYPHENYL) (W) CYCLOHEXANOL 



=> s 113 or 114 

L16 11594 L13 OR L14 



=> s 112 and 116 ' 

L17 270 L12 AND L16 



=> s dosage (w) regimen? 

LI 8 153 06 DOSAGE (W) REGIMEN? 

=> s 117 and 118 

L19 0 L17 AND L18 

=> s 125mg and 225mg and 325mg 

L20 0 125MG AND 225MG AND 325MG 

=> s 75 and 175 and 275 

L21 759 75 AND 175 AND 275 

=> s 118 and 121 

L22 0 L18 AND L21 

=> s 117 and 121 

L23 0 L17 AND L21 

=> s (oral or mouth) and 117 . 

L24 125 (ORAL OR MOUTH) AND L17 

=> dup rem 124 

PROCESSING COMPLETED FOR L24 

L25 122 DUP REM L24 (3 DUPLICATES REMOVED) 

=> d 1-122 ibib ab 
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2007:670242 HCAPLUS 
147:87694 

Method using a NMDA receptor antagonist and a 
u-opiate receptor agonist, partial agonist, or 
agonist/antagonist for the treatment of premature 
ejaculation in humans 
Singh, Chandra 

Azaya Therapeutics, Inc., USA 

PCT Int. Appl., 62pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



7VT5 



W: 



070779 




A2 




20070621 




WO 2006- 
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LN. 


INFO 














US 2005- 


749813P 




P 20051213 



AB The invention belongs to the fields of Pharmacol., medicine and medicinal 



chemical, and provides methods and compns . for treating sexual dysfunction 
more particularly, the invention relates to treatment of premature 
ejaculation in humans. The methodol . of the invention uses a NMDA 
receptor antagonist and a u-opiate receptor agonist, partial agonist, 
or or agonist/antagonist. The method may also include other agents, e.g. 
phosphophodiesterase V inhibitors. 
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2007 : 385013 HCAPLUS 
146:387123 

Microparticles with modified release of at least one 
-active principle and oral galenic form 
comprising same 

Dargelas, Frederic; Guimberteau, Florence; Castan, 

Catherine; Meyrueix, Remi; Soula, Gerard 

Flamel Technologies, Fr. 

PCT Int. Appl., 50pp. 

COD EN : PIXXD2 

Patent 

French 

1 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



WO 
WO 



FR 

PRIORITY 
AB 



2007036671 




A2 




20070405 




WO 2006- 


FR50944 




20060927 


2007036671 




A3 




20070524 




















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 
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ZM, 


ZW, 
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2891459 






Al 




2007 


0406 




FR 2005- 


52985 




20050930 


APPLN. 


INFO 














FR 2005- 


52985 




A 20050930 



The invention concerns microparticle systems with modified release of 
oral active principle (s) . The invention aims at providing a novel 
multimicroparticle galenic system operating in accordance with a dual 
time -dependent and pH- dependent release mechanism, which enables the 
following three parameters to be adjusted independently of one another: 
(a) the latent period preceding the release of the active principle in the 
stomach; (b) the pH triggering the release of the active principle in the 
intestine; (c) the release speed of the active principle. This is 
achieved through the use of coated microparticles made from particles of 
active principle each coated with two coating films A and B. Film A 
comprises: film-forming (co)polymer (Al) insol. in fluids of the 
gastrointestinal tract, Et cellulose (co) polymer (A2) soluble in fluids of 
the gastrointestinal tract, plasticizing polyvinylpyrrolidone (A3), and 
castor oil and optionally a surfactant and/or magnesium stearate lubricant 
(A4) . Film B comprises a hydrophilic polymer (Bl) bearing ionized groups 
with neutral pH (Eudragit L100-55) and a hydrophobic compound (B2) 
(Lubritab) . Metformin hydrochloride and povidone were dissolved in water 
and spray-dried over neural microspheres. The microspheres were then 
coated to obtain prolonged-release metformin 
microparticles. 
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147:102162 

Pharmacological formulations comprising ion exchange 
resin particles treated to suppress swelling for use 
in controlled release drug 
deli very- 
Hall, Harlan; Madsen, J. Scott 
Coating Place, Inc., USA 

U.S. Pat. Appl. Publ., 17pp., Cont . - in-part of U.S. 

Ser. No. 225,834. 

CODEN: USXXCO 

Patent 

English 

3 



PATENT NO. 



KIND 



DATE 



APPLICATION NO. 



DATE 



US .2007140983 
US 2007059270 . 

PRIORITY APPLN . INFO. 

AB 



Al 20070621 US 2007-674921 20070214 
Al 20070315 US 2005-225834 20050913 

US 2005-225834 A2 20050913 

The present invention provides a method and composition for loading one or more 
drugs in a solution onto one or more ion exchange resin particles to form a 
drug- loaded resin particle. In order to control swelling, the drug- loaded 
resin particle is separated from the solution and dried before recombining the 
drug- loaded resin particle with the solution to load more drugs onto the 
drug- loaded resin particle from the solution Thus, solid drug carriers were 
prepared by slurring together 750 mL water, 250 mL 70% sorbitol, 300 g drug 
and 300 g resin, and allowing sufficient time for the drug to load onto 
the resin. When the loading operation was completed the components of the 
slurry are separated (e.g., filtered or centrifuged) into liquid and solid 
fractions. Because the sugar ale. is highly water soluble, most of the sugar 
ale. remained in the aqueous phase, leaving about 4% sorbitol in the solids. 
The solid carriers were not washed but are dried to yield material 
suitable for coating. 
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2007 : 510114 HCAPLUS 
146:468635 

Once-daily administration of central nervous system 
drugs 

Mulligan, Seamus 
Ire. 

U.S. Pat. Appl. Publ., 18pp. 

CODEN: USXXCO 

Patent 

English 

1 



PATENT NO. 



US 2007104788 
PRIORITY APPLN. INFO. 
AB 



KIND 



Al 



DATE 



APPLICATION NO. 



20070510 



DATE 



US 2006-594876 20061109 
US 2005-735178P P 20051110 

Delayed onset chronotherapeutic formulations of central nervous system 
(CNS) drugs are disclosed. The formulations comprise at least one CNS 
drug or pharmaceutically acceptable salt thereof that exhibits an in vivo 
elimination half -life of less than about 8 h, wherein the formulation 
exhibits at least one in vivo parameter, at steady state following 
administration to a subject, chosen from: an initial lag in absorption 
from about 2 h to about 6 h; a peak- to- trough ratio greater than or equal 
to about 4:1; a percent fluctuation of greater than or equal to about 
100%; and a min. time cover of greater than or equal to 50% of Cmax of at 
least 8 h. 
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2007:15036 HCAPLUS 
146:107685 

Sustained-release, tramadol formulations with 
24 -hour efficacy 
.. Lenaerts, Vincent; Ouadj i-Nj iki, Laure Patricia; 

Bacon, Johnatan; Ouzerourou, Rachid; Gervais, Sonia; 
Rahmouni, Miloud; Smith, Damon 
Can. 

U.S. Pat. Appl. Publ., 22pp. 
CODEN: USXXCO 
Patent 
English 
1 



PATENT NO. 



US 2007003618 
PRIORITY APPLN. INFO 
AB 



KIND DATE 



Al 



20070104 



APPLICATION NO. 



DATE 



US 2005-112008 20050422 
US 2005-112008 20050422. 
A sustained- release tramadol formulation oral 
administration is provided which, upon initial administration of one dose, 
provides an analgesic effect within 2 h, which analgesic effect continues 
for at least 24 h after administration. 
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2007295733 EMBASE 

[Nociceptive cancer pain in adult patients: statement about 
guidelines related to the use of antinociceptive medicine] . 
DOULEURS CANCEREUSES PAR EXCES DE NOCICEPTION CHEZ L ' ADULTE 

: MISE AU POINT SUR LES RECOMMANDATIONS CONCERNANT LES 
TRAITEMENTS ANTALGIQUES MEDICAMENTEUX . 
Binhas M. ; Krakowski I.; Marty J. 

M. Binhas, Service d'anesthesie reanimation chirurgicale , 
hopital Henri-Mondor , universite Paris-XII, 51 
av . Marechal-De-Lattre-de-Tassigny , 94 010 Creteil , France . 
michele . binhas@hmn . aphp . f r 

Annales Francaises d'Anesthesie et de Reanimation, (2007) 
Vol. 26, No. 6, pp. 502-515... 
Refs: 54 

ISSN: 0750-7658 CODEN: AFAREO 
S 0750-7658(07)00135-9 
France 

(Short Survey) 
Cancer 

Drug Literature Index 
Adverse Reactions Titles 
Neurology and Neurosurgery 



LANGUAGE : 
SUMMARY LANGUAGE 
ENTRY DATE: 



AB 



Journal ; 
016. 
037 
038 
008 

French 

French; English 
Entered STN: 3 Jul 2007 
Last Updated on STN: 3 Jul 2 007 
Objective: The World Health Organization (WHO) published guidelines to 
improve cancer pain control which allow to relieve noceptive cancer pain 
in 80% of adult patients. Nevertheless WHO recommendations do not 
include: various ways to start morphine treatment, how to manage opioids 
adverse effects, severe cancer pain management, postoperative pain and 
procedure- relatived pain. The goal of this review is to discuss these 
issues. Data sources: The data were retrieved from PubMed years 2001 to 
2 006 (keywords used alone or in combination were: opioids, cancer, pain, 
pain killers, rotation, intraspinal, ketamine, side effects) , the 
"Standard, Options and Recommendations on cancer nociceptive pain 
treatments for adult patients" published by the French Union of 



i 

1 



Comprehensive Cancer Centers (FNCLCC; Federation nationale des centres de 
lutte contre le cancer) and the European Association for Palliative Care 
(EAPC) recommendations on morphine and alternative opioids in cancer pain. 
Data also include an analysis of studies before 2001 which give 
information about the pharmacokinetic data of transdermal and transmucosal 
fentanyl. Study selection: Studies written in English or French related 
to the medical treatments (commercialized in France) for nociceptive 
cancer pain for adult patients were analyzed. Analyzed articles were 
clinical or experimental studies or metaanalyses. Studies on neuropathic 
cancer pain; editorials and letters to the editor were discarded. 
Results: Nociceptive cancer pain is characterized by its frequent 
instability. More than 50% of patients have paroxystic painful accesses . 
(PPA) , either spontaneous or induced by care or mobilizations. Morphine 
is the main treatment but the prescription of controlled- 
release morphine must be associated with the prescription of 
immediate-release morphine to treat the PPA or to transmucosal fentanyl 
which has a faster onset of action than immediate-release morphine. 
Morphine treatment can be introduced either by immediate-release morphine 
or by controlled-release morphine. The introduction 

of immediate-release morphine is recommended for old or fragile patients, 
patients with denutrition, hepatic or renal failure. For patients 
suffering unbearable side effects under morphine or morphine resistant 
pain, opioid rotation or intravenous morphine or fentanyl are recommended. 
Spinal opioids administration (by epidural or intrathecal routes) is most 
often indicated in patients with very severe and resistant pain in 
terminal disease. In the postoperative period, previous pain treatment 
must be maintained or increased. Pain bounded to care procedures must be 
prevented with various and associated treatments: for example, mixed 
topics lidocaine-prilocaine for venous or arterial punctures; infiltration 
of local anaesthetics and inhalation of an oxygen - nitrous oxide mixture 
for medullary biopsies. Conclusion: Oral immediate or 
controlled release morphine is the most common and 

effective pain treatment for most patients with nociceptive cancer pain 
but rotation with other opioids or alternative routes of administration 
must be discussed quickly if pain persits or if adverse effects occur. 
.COPYRGT. 2007 Elsevier Masson SAS . All rights reserved. 
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ENTRY DATE: 

AB Objective: 



2007135419 EMBASE 

A randomized, . double -blind, 8-week crossover study of 

once-daily controlled-release 

tramadol versus immediate- release tramadol 

taken as needed for chronic noncancer pain. 



. ; Clark A.J. 
; Piraino P. S . ; 
A.C. 

Pickering, Ont 



Watson 



29, No. 1, pp. 49-60. 



Beaulieu A.D.; Peloso P.; Bensen W 
C.P.N. ; Gardner-Nix J.; Thomson G. 
Eisenhoffer J.; Harsanyi Z.; Darke 
Dr. J. Eisenhoffer, Purdue Pharma, 
john. eisenhof f er@purdue . ca 
Clinical Therapeutics, (2007) Vol. 
Refs: 70 

ISSN: 0149-2918 CODEN : CLTHDG 
S 0149-2918 (07) 00015-X 
United States 
Journal; Article 
03 7 Drug Literature Index 

038 Adverse Reactions Titles 

03 9 Pharmacy 

008 Neurology and Neurosurgery 

English 
English 

Entered STN: 8 May 2 0 07 
Last Updated on STN: 8 May 2 007 
The purpose of this study was to evaluate the efficacy of 



Canada . 



controlled- release (CR) tramadol and 

immediate-release (IR) tramadol in patients with moderate or 
greater intensity chronic noncancer pain. Methods: A total of 122 
patients underwent washout from all opioids 2 to 7 days before 
.randomization to 1 of 2 groups: active CR tramadol 200 mg every 
morning plus placebo IR tramadol 50 mg every 4 to 6 hours PRN 
rescue, or placebo CR tramadol 200 mg every morning plus active 
IR tramadol 50 mg every 4 to 6 hours PRN rescue. After 2 weeks, 
the doses were increased to CR tramadol 400 mg or placebo and IR 
tramadol 100 mg every 4 to 6 hours PRN or placebo, as rescue. 
After 4 weeks in the first phase, patients crossed over to the alternative 
treatment for another 4 weeks. Pain intensity (100-mm visual analog scale 
[VAS] and 5-point ordinal scales) was assessed twice daily in diaries. 
Pain intensity, Pain and Disability. Index (PDI; 0-10 ordinal scale), Pain 
and Sleep Questionnaire (100-mm VAS) , and analgesic effectiveness (7 -point 
ordinal scale) were assessed at biweekly clinic visits. Results: 
Sixty-five patients (35 men, 30 women) completed the study. Mean (SD) age 
was 56.5 (12.7) years; mean (SD) weight was 82.0 (18.5) kg. Daily diary 
pain intensity (mean [SD] ) was significantly lower in the CR 
tramadol group than in the IR tramadol group in the last 

2 weeks of each phase (completers: VAS, 29.9 [20.5] vs 36.2 [20.4] mm, P < 
0.001; ordinal scale, 1.41 [0.7] vs 1.64 [0.6], P < 0.001; intent- to- treat 
[ITT] population: VAS, 32.5 [22.9] vs 38.6 [21.2] mm, P < 0.003; ordinal 
scale, 1.50 [0.8] vs 1.72 [0.7], P < 0.002). The overall pain intensity 
scores from the daily diary were also significantly better with CR 
tramadol for both the completers and ITT. Similar results were 
obtained on the biweekly VAS pain intensity questionnaire. No differences 
| were found between treatments in total PDI or overall Pain and Sleep 

f , scores in either population. For the completers, both patients and 

investigators rated effectiveness higher for CR tramadol than 
for IR tramadol (P < 0.004 and P < 0.008 for patients and 

investigators, respectively) . Conclusion: This study reports significant 
improvement in pain intensity with CR tramadol as compared with 
IR tramadol. .COPYRGT. 2 007 Excerpta Medica, Inc. 
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AB The effect of interpolymer complex formation between positively charged 
chitosan and negatively charged gelatin (Type B) on the release behavior 
of tramadol hydrochloride from biodegradable chitosan-gelatin 
sponges was studied. Mixed sponges were prepared by f reeze-drying the 



cross- linked homogenous stable foams produced from chitosan and gelatin 
solutions where gelatin acts as a foam builder. Generation of stable 
foams was optimized where concentration, pH of gelatin solution, " 
temperature, speed and duration of whipping process, and, chitosan-gelatin 
ratio drastically affect the properties and the stability of . the produced 
foams. The prepared sponges were evaluated for their morphology, drug 
content, and microstructure using scanning electron microscopy, mechanical 
properties, uptake capacity, drug release profile, and their 
pharmacodynamic activity in terms of the analgesic effect after 
implantation in Wistar rats. It was revealed that whipping 7% (w/w) gelatin 
solution, of pH 5.5, for 15 min at 25°C with a stirring speed of 
1000 rpm was the optimum conditions for stable gelatin foam generation. 
Moreover, homogenous, uniform chitosan-gelatin foam with small air bubbles 
were produced by mixing 2.5% w/w chitosan solution with 7% w/w 
gelatinsolution in 1:5 ratio. Indeed, polyionic complexation between 
chitosan and gelatin overcame the drawbacks of chitosan sponge mechanical 
jf properties where, pliable, soft, and. compressible sponge with high fluid 
1 uptake capacity was produced at 25°Cand 65% relative humidity 

without any added plasticizer. Drugreleasestudies showed a successful 
retardation of the incorporated drug where the t(50%) values of the 
dissolution profiles were 0.55, 3.03, and 4.73 hr for cross-linked 
gelatin, un- cross- linked chitosan-gelatin, and cross-linked 
chitosan-gelatin sponges, respectively. All the release experiments 
followed- Higuchi 1 s diffusion mechanism over 12 hr . The achieved drug 
prolongation was a result of a combined effect of both cross- linking and 
polyelectrolyte complexation between chitosan and gelatin. The analgesic 
activity of the implanted tramadol hydrochloride mixed 
chitosan-gelatin sponge showed reasonable analgesic effect that was 
maintained for more than 8 hr. Therefore, the use of chitosan and gelatin 
together appears to allow the formulator to manipulate both the drug 
release profiles and the mechanical properties of the sponge that could be 
effectively implanted. Copyright .COPYRGT. Informa Healthcare. 
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Disclosed are substances, compns . , dosage forms and methods that comprise 
tramadol and substances that comprise gabapentin. For example, 
oral osmotic dosage form contained gabapentin lauryl sulfate 
complex and tramadol hydrochloride for improved plasma concentration 
and therapeutic effect against neuropathic pain. 
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AB The present invention relates to topical bioadhesive formulations 

comprising low viscosity, non-liquid crystalline, mixts. of: (a) at least one 
neutral diacyl lipid and/or at least one tocopherol; (b) at least one 
phospholipid; (c) at least one biocompatible, oxygen- containing, low viscosity 
organic solvent; wherein at least one bioactive agent is dissolved or 
dispersed in the low viscosity mixture and wherein the pre- formulation 
forms, or is capable of forming, at least one liquid crystalline phase 

structure 

upon contact with an aqueous fluid. The invention addnl . relates to a method 
of delivery of an active agent comprising administration of a 
pref ormulation of the invention, a method of treatment comprising 
administration of a pref ormulation of the invention and the use of a 
pref ormulation of the invention in a method for the manufacture of a 
medicament. Thus, injectable formulations containing different proportions of 
phosphatidylcholine (Epikuron 200) and glycerol dioleate (GDO) with EtOH 
as solvent were prepared to illustrate that various liquid crystalline phases 

can ' 

be accessed after equilibrating the depot precursor formulation with 
excess water. A water-soluble colorant, Methylene Blue (MB) was dispersed in 
formulation containing 45% Epikuron 200, 45% GDO and 10% EtOH to a 
concentration of 

i 11 mg/g formulation. When 0.5 g of the formulation was injected in 100 mL 
I water, a stiff reversed hexagonal phase was formed. The release profile 
I of MB from the hexagonal phase indicated that the substance could be 
v released for several weeks, only about 50% of MB was released after 10 
jf' days. 
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AB The invention discloses a method for the treatment. of pain and/or 

inflammation in a subject by the administration of N-acetylcysteine (NAC) 
or derivative thereof and a pain and/or anti- inflammatory medication. The 
pain or anti -inflammatory medication is metabolized by the action of the 
cytochrome P 450 system. The pain medication includes 
N-methyl-D-aspartate (NMDA) receptor antagonist (s) . NAC and the pain 
medicine can be administered concurrently or sequentially. The joint 
administration can result in the use of lower dosages than typical dosage 
of the pain and/or anti- inflammatory medication or in enhanced relief from 
the treated condition. 
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AB Pharmaceutical compns . are provided for the Pharmacol, treatment of 

breathing disorders and, more specifically, to compns. containing agents 
having serotonin receptor modulating activity for the alleviation of sleep 
apnea (central and obstructive) and other sleep- related breathing 
disorders wherein the active ingredients are released such as to extend 
effective blood plasma concns . across the period of sleep. For example, 
ondansetron immediate release tablets were prepared containing ondansetron HC1 
dihydrate 9.98 mg, lactose 29.14 mg, Prosolv 50 29.14 mg, Ac-Di-Sol 3.75 



mg, SDS 1,5 mg, Aerosil 0.75 mg, and Mg stearate 0.75 mg. Ondansetron 
immediate release tablets were then coated with Eudragit L100/S100 blend 
to obtain delayed release tablets. 
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AB The present invention relates to a plurality of dosage forms comprising a 
first dosage form and second dosage form each comprising a therapeutic 
agent, such as an opioid; wherein the dosage strength of the second dosage 
form is greater than that of the first dosage form; and wherein the steady 
state Cave and the steady state AUC of the first and second dosage forms 
are dose proportional and the single dose Cmax of the second dosage form 
is. less than the min. level for dose proportionality with respect to the 
first dosage form. The present invention also relates to methods of 
administering such dosage forms to a patient, as well as to kits 
comprising such dosage forms and instructions for administration of the 
dosage forms to a patient. The inventors believe that the dosage forms 
and methods of the present invention will lead to improved safety and 
patient acceptance. 
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AB A dosage form that provides a controlled release of at 

least two different active agents is provided. Particular embodiments 
include a dosage form that provides therapeutically effective levels of a 
first active agent and a second active agent in a mammal for an extended 
period of time following oral administration. An osmotic device 
containing a bi- layered core is provided. The osmotic device provides a dual 
controlled release of both drugs from the core. The 
layers of the core are in stacked, substantially concentric or 
substantially eccentric arrangement. For example, bilayred 
controlled release tablet was prepared containing first layer 
comprised of . oxybutynin hydrochloride 5.15 mg, Myvacet 5-07 10.80 mg, 
Povidone K25 5.40 mg, microcryst. cellulose spheres 68.68 mg, cellulose 
acetophtalate 4.10 mg, colloidal silicon dioxide 0.60 mg, and magnesium 
stearate 10.80 mg; second layer comprised of tolterodine L-tartrate 2.92 
mg, Myvaplex 600P NF 82.07 mg, red iron oxide 0.15 mg, microcryst. 
cellulose spheres 67.76 mg, cellulose acetophtalate 4.10 mg, colloidal 
silicon dioxide 1.80 mg, croscarmellose sodium 1.80 mg, and magnesium 
stearate 0.75 mg. 
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AB This invention relates to an abuse deterrent formulation of an 

oral dosage form of a therapeutically effective amount of any active 
drug substance that can be subject to abuse combined with (a) a gel 
forming polymer, (b) a nasal mucosal irritating surfactant and (c) a 
flushing agent. Such a dosage form is intended to deter abuse of the 
active drug substance via injection, nasal inhalation or consumption of 
quantities of the dosage unit exceeding the usual therapeutically ED. For 
example, a direct compression formulation of oxycodone hydrochloride 
immediate-release tablet was prepared containing oxycodone hydrochloride 5, 
Polyox 25, Avicel PH 102 300, zinc sulfate 50, sodium lauryl sulfate 7, 
Crospovidone 100, Cab-O-Sil 2, and magnesium stearate 1 mg per tablet, 
resp. An in vitro dissoln. criterion of not less than (NLT) 70% of the 
drug in 45 min was met. The drug extracted by the abuse- test method was about 
9%. 
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AB The present invention relates to an abuse-proofed, oral dosage 

form with controlled opioid- release for once daily administration, 
characterized in that it comprises 1 opioid with potential for abuse, 1 
syntrietic or natural polymer (A) , delayed-release matrix auxiliary 
substances, auxiliary substances, a wax (B) and optionally a 
delayed-release coating, with component (A) or (B) in each case exhibiting 
a breaking strength of at least 500 N, preferably 1000 N. Thus, tablets 
contained oxycodone-HCl 80.0, Polyox-WSR303 470.0, and HPMC 50.0 
mg/tablet . 
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The invention provides a delivery device for the delayed release of an 
active agent in the gastrointestinal tract consisting of (i) a core, 
comprising an active agent; (ii) a first outer coating, comprising a 
relatively hydrophobic substantially water insol . polymer having 
substantially water insol. hydrophilic particles embedded therein; and 
(iii) a first inner coating layer, comprising an agent that can cause the 
dissoln. of at least one of the water insol. components of the outer 
coating, and optionally a water soluble polymer, such that the insol. 
particles in the outer coating, upon absorption of liquid, form channels 
leading to the inner coating layer, thus enabling the dissoln. thereof, 
whereby the agents contained therein are released to cause the dissoln. 
and/or degradation (destruction) of the outer coating, and the release of the 
pharmaceutically acceptable active agent from the core of the device. 
Thus, diclofenac sodium- containing cores were prepared by mixing granulation 
containing 92.3% diclofenac sodium, 5.8% crospovidone and 1.8% Et cellulose 
with granulation containing 69% lactose, 30% starch, and 1% PVP K90F, adding 
15% microcryst. cellulose, 5% PVP and 1% magnesium stearate and 
compressing the mixture into tablet cores. Tablet cores were then spray 
coated with an inner film coating containing hydroxypropyl cellulose, citric 
acid, and talc (1:3:1), followed by an outer film coating containing Eudragit 
E and calcium pectinate (3:7) . 
REFERENCE COUNT: . 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Background: Chronic noncancer pain (CNCP) is a major health problem, 
for which opioids provide one treatment option. However, evidence is 
needed' about side effects, efficacy, and risk of misuse or addiction. 

Methods: This meta-analysis was carried out with these objectives: to 
compare the efficacy of opioids for CNCP with other drugs and placebo; to 
identify types of CNCP that respond better to opioids; and to determine 
the most common side effects of opioids. We searched MEDLINE, EMBASE, 
CENTRAL (up to May 2005) and reference lists for randomized controlled 
trials of. any opioid administered by oral or transdermal routes 
or rectal suppositories for CNCP (defined as pain for longer than 6 mo) . 
Extracted outcomes included pain, function or side effects. 
Methodological quality was assessed with the Jadad instrument; analyses 
were conducted with Revman 4.2.7. 

Results: Included were 41 randomized trials involving 6019 patients: 
80% of the patients had nociceptive pain (osteoarthritis, rheumatoid 
arthritis or back pain); 12%, neuropathic pain (postherpetic neuralgia, 
diabetic neuropathy or phantom limb pain); 7%, fibromyalgia; and 1%, mixed 
pain. The methodological quality of 87% of the studies was high. The 
opioids studied were classified as weak (tramadol, propoxyphene, 
codeine) or strong (morphine, oxycodone) . Average duration of treatment 
was 5 (range 1-16) weeks. Dropout rates averaged 33% in the opioid groups 
and 38%. in the placebo groups. Opioids were more effective than placebo 
for both pain and functional outcomes in patients with nociceptive or 
neuropathic pain or fibromyalgia. Strong, but not weak, opioids were 
significantly superior to naproxen and nortriptyline, and only for pain 
relief. Among the side effects of opioids, only constipation and nausea 
were clinically and statistically significant. 

Interpretation: Weak and strong opioids outperformed placebo for pain 
and function in all types of CNCP. Other drugs produced better functional 
outcomes than opioids, whereas for pain relief they were outperformed only 
by strong opioids. Despite the relative shortness of the trials, more 
than one-third of the participants abandoned treatment. 
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OBJECTIVE: To review the evidence on safe and effective prescribing of 
opioids for chronic non-malignant pain. QUALITY OF EVIDENCE: MEDLINE was 
searched using the terms "opioid effectiveness" and "adverse effects." 
There is strong evidence that opioids are effective for both nociceptive 
and neuropathic pain, but limited evidence that they are effective for 
pain disorder. There is little information on their effectiveness at high 
doses or on the adverse effects of high doses. MAIN MESSAGE: Opioids 
should be initiated after an adequate trial of acetaminophen or 
nonsteroidal ant i- inflammatory drugs for nociceptive pain and of tricyclic 
antidepressants or anticonvulsants for neuropathic pain. Patients should 
be asked to sign treatment agreements and to give informed consent to 
treatment. Patients should experience a graded analgesic response with 
each dose increase. Titrate doses of immediate-release opioids slowly 
upward until pain reduction is achieved, and then switch patients to 
controlled-release opioids. Most patients with chronic 
non-malignant pain can be managed with <300 mg/d of morphine (or 
equivalent) . CONCLUSION: Opioids are safe and effective for managing 
chronic pain. 
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AB Objective: To assess analgesic drugs in the treatment of postoperative 

pain after traumatic and orthopaedic surgery (TOS) . Design: A systematic 
review of randomised clinical trials (RCTs) . Data sources: Electronic 
PubMed, EMBASE, The Cochrane Library, and hand searches. Study selection: 
RCTs of analgesics administered by oral, intramuscular, 
intravenous, subcutaneous or rectal route, were compared to other 
analgesics or placebo, in patients under TOS. Study design, 
characteristics of the study population, analgesic drugs tested, pain 
intensity and pain relief scores, and adverse effects were assessed. 
Results: Ninety-two RCTs (9,596 patients) met our inclusion criteria. 
Forty-two (46%) were placebo-controlled, and 50 (54%) were direct 
comparisons between non-opioid, opioid, and/or combinations of both. 
Patients' mean age (SD) was 49 years (18). In most trials, 
gastrointestinal ulcer, liver and renal diseases were exclusion criteria. 
Only 30 trials (33%) were double-blind and reported standardised outcomes 
of pain intensity and pain relief; 19 of these were single-dose, and 
follow up of analgesic effects lasted no more than 12 h in 23 (77%) . 
Globally, only nine trials (10%) were double blind, described dropouts or 
withdrawals, performed analysis by intention to treat, and reported the 
effects magnitude. Conclusion: Evidence from RCTs on the treatment of 
postoperative pain after TOS is inadequate for clinical decision making. 
Assessment of analgesics in pain after TOS should be based on agreed 
clinically relevant outcomes, in representative patients, and for longer 
observation periods. In addition, it should include direct comparisons 
between candidate drugs or their combinations and between various drug 
administration schedules. .COPYRGT. 2006 Springer- Verlag . 
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AB Objective: This report describes the effects of ganglionic local opioid 
application (GLOA) in patients with chronic headache and persistent 
idiopathic facial pain. Case Report: We present 2 patients with chronic 
headaches and I patient with persistent idiopathic facial pain who were 
refractory to medical treatment. These patients responded well to a 
series of ganglionic local opioid applications (GLOAs) by administration 
of buprenorphine . The beneficial effect of GLOA was manifested by a 
decrease in pain intensity, reduction of pain medications, and improvement 
in quality of life . Conclusions : These results support the theory of 
sympathetically mediated pain in the head and face, the presence of opioid 
receptors on the sympathetic ganglia, and a possible beneficial role of 
opioids in modulation of this process. To our knowledge, this case series 
is the first case series in the English literature of the use of GLOA at 
the stellate ganglion for head-and- f ace pain. 
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'* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
The aim of this study was to compare the pharmacokinetic profile and 
oral bioavailability of Tramadol Contramid (R) 

once-daily (o.d.) 200 mg tablets (Labopharm, Canada) with that of Zytram 
(R) 200 mg tablets (Zambon, Spain), following single-dose administration 
in 26 healthy volunteers. The study had an open, randomized, crossover 
design with a 7 -day wash-out. Data from 24 subjects were used. for the 
pharmacokinetic (PK) analysis. Racemic tramadol and racemic 
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O-demethyl tramadol (Ml) were assayed in plasma using a liquid 
s * chromatography/ tandem mass spectrometry method. Primary PK parameters 
f estimated were AUC(O-l), AUC (0-inf inity) , C-24 h, and T-maximum Results were 
compared using an ANOVA, and the residual variability thereby obtained was 
used to construct the classical 90% confidence intervals. The parametric 
Schuirmann's test was also performed. T-max was analyzed by a 
nonparametric approach. For both racemic tramadol and racemic 
O-demethyltramadol, the ANOVA showed a statistically significant 
formulation effect. Significantly higher values were obtained for 
Tramadol Contramid o.d. for all PK parameters, except for T-l/2. 
For Tramadol Contramid o.d., mean tramadol plasma 

levels were maintained at a plateau level above 200 ng/ml from 4 to 16 h 
after dose, while for the reference formulation, that level was sustained 
from 4 to only 6 h. Consistent results for both formulations were 
obtained for the metabolite. At the end of the dosing interval, plasma 
I tramadol and O-demethyltramadol concentrations were 39% and 49% 
higher, respectively, for Tramadol Contramid o.d. than those for 
Zytram (p < 0.0001). Tramadol Contramid o.d. could be 
considered suprabioavailable to Zytram o.d. (c) 2006 Prous Science. All 
rights reserved. 
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AB Aim: The aim of the present study was the documentation and evaluation of 
analgesic therapy in patients with multiple myeloma. Method: As part of a 
chemotherapy optimisation study, the patients' pain therapy was 
documented. The severity of pain was recorded using a visual analogue 
scale (VAS) from 0 (neither pain nor impairment) to 10 (greatest 
imaginable pain, and very severe impairment) . Follow-up examinations took 
place after 3 days, 1 month and 3 months. Results: 123 patients (60.9%) 
of 202 patients with multiple myeloma stage III, were treated with 
analgesics because of severe pain. The average duration of documentation 
was 11.6 months. One hundred patients received analgesics orally or 
transdermally, and 32 of these patients received oral 
controlled- release hydromorphone (Palladon retard) . The 

remaining patients received analgesic treatment with bisphosponates i.v. 
and non-medication measures. Four patients (n = 19) were treated with a 
transdermal system and 8 patients who received a different analgesic were 
changed to hydromorphone during the observation period. The mean dosage 
of hydromorphone was 20 mg twice daily. Starting with equal pain severity 
I (VAS =8) it was. reduced to 0.6 on the 3rd day of treatment with 

i hydromorphone, while the VAS dropped to only 2.2 during transdermal 



therapy. After 3 months, the average pain severity with hydromorphone 
reached 0.4 compared to 2.0 with transdermal analgesic therapy. In this 
observation phase, typical opioid side effects requiring, treatment had 
occurred with 2 patients (4.8%) of the hydromorphone group and with 6 
patients (40%) of the transdermal group. Conclusion: Controlled 
-release hydromorphone successfully relieves severe pain in 
patients with multiple myeloma under routine clinical conditions. In 
comparison with transdermal systems, controlled- release 

hydromorphone was significantly more efficient and tolerable. .COPYRGT. 
2006 VSP. 
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AB The distress evident in many patients with neuropathic pain demands a 

trial of drug treatment. Evidence for satisfactory outcomes is limited so 
patients must be fully informed of the likely benefits and adverse effects 
of any trial. Antidepressants, anticonvulsants and opioids are the main 
drugs used to treat neuropathic pain. Management by a multidisciplinary 
pain clinic should be considered for patients with chronic, severe and 
disabling neuropathic pain. 
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AB Oral controlled-release oxycodone has been 

available for the treatment of chronic pain in Germany since 1998. 

Controlled trials have shown good clinical efficacy and tolerability . 

This survey reports results from six open prospective multicenter trials. 

In these trials 4196 patients suffering from cancer pain and 

non-cancer-related pain with inadequate pain relief were treated with 

oral controlled-release oxycodone for 3-4 

weeks. Only a few participating physicians were pain specialists. A 
total of 356 patients suffering from pain of the musculoskeletal system 
and receiving oxycodone therapy were monitored for 6 months. Exclusion 
from the studies was due mainly to inadequate analgesia, side effects, and 
non-compliance. The efficacy of oxycodone was rated to be better than 
moderate by most of the patients, quality of life parameters increased 
significantly, and patient satisfaction was high. The treatment with 
oral controlled-release oxycodone was a safe 

and effective option even when used by non-specialized physicians. 
. COPYRGT. Springer Medizin Verlag 2005. 
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AB Refractory neuropathic pain can be devastating to a patient's quality of 
life. Ideally, the primary goal of therapy would be to prevent the pain, 
yet even the most appropriate treatment strategy may be only able to 
reduce the pain to a more tolerable level. Pharmacotherapy is currently 
the mainstay of treatment in patients with neuropathic pain, although at 
present the drugs are used on a mainly "off- label" basis. A wide variety 
of agents are used, especially antidepressants (ie, tricyclic 
antidepressants, selective serotonin- reuptake inhibitors) and 
anticonvulsants, but also opioids and tramadol, topical agents 
(eg, lidocaine) , systemic local anesthetics, and anti- inflammatories . 
Even so, effective pain relief is achieved in less than half of patients 
with chronic neuropathic pain. In refractory patients, combination 
therapy using two agents with synergistic mechanisms of action may offer 
greater pain relief without compromising the side-effect profile of each 
agent. .COPYRGT. 2006 World Institute of Pain. 
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Pharmaceutical compns . comprising a proton pump inhibitor, one or more 
buffering agent and a nonsteroidal anti- inflammatory drug are described. 
Methods are described for treating gastric acid-related disorders and 
treating inflammatory disorders, using pharmaceutical compns. comprising a 
proton pump inhibitor, a buffering agent, and a nonsteroidal 
anti -inflammatory drug. For example, a powder for suspension formulation 
contained omeprazole 20 mg, ibuprofen 400 mg, sodium bicarbonate 1895 mg, 
Xylitol 300 (sweetener) 2000 mg, sucrose (sweetener) 1750 mg, sucralose 
(sweetener) 125 mg, xanthan gum 17 mg, peach flavor 47 mg, and peppermint 
2 6 mg. 
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AB The present invention relates to co-extruded pharmaceutical compns . and 

dosage forms including an. active agent, such as an opioid agonist, and an 
adverse agent, such as an opioid antagonist. Such, compns . and dosage 
forms are useful for preventing or discouraging tampering, abuse, misuse 
or diversion of a dosage form containing an active pharmaceutical agent, such 
as an opioid. The present invention also relates to methods of treating a 
patient with such a dosage form, as well as kits containing such a dosage form 
with instructions for using the dosage form to treat a patient. Thus a 
formulation for the preparation of sheathed sequestered naltrexone 
hydrochloride particles by melt coextrusion included (mg) : Core 
formulation: naltrexone hydrochloride 8; Eudragit RS PO 44; stearyl ale. 
7; stearic acid 7; BHT 1; Sheath formulation: Eudragit RS PO 44; stearyl 
ale. 15; Shell formulation: hydromorphone HCl 12; Eudragit RS PO 76.5; 
stearyl ale. 27; Et cellulose 4.5. 
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AB The present invention provides nanoparticulate nimesulide compns . The 

compns. preferably comprise nimesulide and at least one surface stabilizer 
adsorbed on or associated with the surface of the nimesulide particles. The 
nanoparticulate nimesulide particles preferably have an effective average 
particle size of less than about 2000 nm. The invention also provides 
methods of making and using nanoparticulate nimesulide compns. An aqueous 
solution of 1% (weight /weight ) Plasdone S-630 was combined with 4.25 g of 
nimesulide (5% weight /weight ) and stirred for 1 h at 4200 rpm with chilled 

water 

(10°) recirculated through the milling chamber. The process 
yielded a colloidal dispersion of nimesulide with a mean particle size of 
150 nm, a D50 of 124 nm, a D90 of 256 nm, and a D95 of 293 nm. 
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therapeutic agent by inclusion of an 
ion comprises a substrate 



therapeutical agent, a diffusion barrier coating comprising an anionic 
polymer over the substrate, and a coating comprising a hydrophobic 
material coated over the diffusion barrier coating. For example, 
naltrexone beads were prepared comprising (i) a substrate containing 
naltrexone-HCl 0.658 mg, nonpareil beads (30/35 mesh) 79.788 mg, and 
Opadry Clear 0.775 mg, (ii) an anionic polymer coat containing Eudragit L30D 
3.023 mg, tri-Et citrate 0.756 mg, and glyceryl monostearate 0.284 mg, 
(iii) a controlled- release coat containing Eudragit RS30D 
32.5 mg, Tri-Et citrate 6.5 mg, and Cab-o-Sil 1.625 mg, and (iv) a seal 
coat containing Opadry Clear 4.062 mg. The drug dissoln. was between 0% and 
2.3% in 1 h to 36 h. 
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Disclosed is an oral dosage form comprising an opioid agonist in 
releasable form and a sequestered opioid antagonist which is substantially 
not released when the dosage form is administered intact, such that the 
ratio of the amount of antagonist released from said dosage form after 
tampering to the amount of said antagonist released from said intact dosage 
form is about 4:1 or greater, based on the in-vitro dissoln. at 1 h of 
said dosage form in 900. mL of simulated gastric fluid using a USP Type II 
(paddle) apparatus at 75 rpm at 37 degrees C. wherein said agonist and 
antagonist are interdispersed and are not isolated from each other in two 
distinct layers. For example, controlled release 
tablets contained naltrexone hydrochloride beads 84, hydrocodone 
bitartrate 3 0,0, stearyl ale. 44, dicalcium phosphate 62, microcryst . 
cellulose 62, glyceryl behenate 20, magnesium stearate 2 mg . 
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The present invention is directed to the oral osmotic delivery 

of drugs that have limited solubility in an aqueous environment due to inherent 
hydrophobic ity or to saturation limitations in the core of the osmotic system. 
The present invention is suitable for the osmotic delivery of glipizide 
and other hydrophobic drugs, but runs the spectrum to other therapeutic 
agents with higher aqueous solubilities, yet having a solubility limitation in 

osmotic dosage unit due to high drug load. Thus, a formulation contained 
2.24, Xylitol CM90 44.45, Maltrin M150 (wet) 1.31, Maltrin M150 (dry) 
45.09, meglumine 4 . 94 , Mg stearate 0.98, and stearic acid 0.98%. 
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AB There is disclosed a once daily oral pharmaceutical compositor 
for controlled release of tramadol or a salt 

thereof, wherein the composition, when ingested orally, provides a clin. effect 
over 24 h which is a least as good as the clin. effect over 24 h of two 
doses of a twice daily oral pharmaceutical composition for 
controlled release of tramadol, taken 12 h 



apart. Thus, a controlled release formulation 

contained tramadol-HCl 50, Contamid 48.3, hydrogenated vegetable 
oil 0.75, silica 0.2, and Mg stearate 0.75%. 
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A process for the production of an oral controlled 
release formulation of tramadol is described. The 

active substance is coated with an aqueous Et cellulose dispersion containing 



aliphatic or aromatic diester. Tablets contained tramadol-HCl 100.0, 
Avicel PH101 180.0, Polyvidone K30 16.0, and Mg stearate 4.0 mg. 
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AB Background and objective: The purpose of this. trial was to compare the 
efficacy, safety and side effects of post-operative pain therapy using 
oral controlled release formulations of . 

tramadol and oxycodone. Methods: In a prospective, randomized, 
double-blind investigation, we observed the post -operative course of 57 
patients scheduled for orthopedic surgery. We assessed pain at rest and 
during exercise, vital signs and side effects using direct measuring and 
Numerical Rating Scales over a period of three post-operative days. We 
used chi-squared or Fisher's exact test for categorical variables and the 
Mann-Whitney U-test for numerical variables (p < 0.05). Results: 
Demographic medical data and pain levels did not differ between the two 
treatments. Parameters for vital signs remained stable. Nausea and 
emesis occurred significantly more frequently with tramadol (p = 
0.011, p = 0.013). Despite insignificance, central effects such as 
sedation, insomnia, myoclonus or nightmares were more frequent with 
tramadol. During the post-operative period, dizziness and 
sedation were attenuated significantly in the tramadol group (p 
= 0.031, p = 0.015) as was dry mouth in the oxycodone group (p = 
0.041). Conclusion: Our findings underline the efficacy of oral 
controlled release formulations of tramadol 
and oxycodone for post-operative pain therapy. Controlled 
release oxycodone was shown to cause less nausea and emesis than 
controlled release tramadol. Further 

investigation is needed in order to confirm these results. .COPYRGT. 2005 
VSP. 
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* ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 
AB Objective. Concerns regarding the efficacy, toxicity, tolerance, 

dependence, and abuse of opioids have limited their use for patients with 
chronic spine pain. In our previous study of rheumatology clinic 
patients, opioid analgesics were found to be highly effective, produced 
only mild side effects, .and had few instances of opioid abuse. The 
purpose of this study was to replicate our previous study in another large 
cohort of patients with nonmalignant pain due to well-defined spinal 
diseases. 

Methods. Opioid use was studied in 230 orthopedics spine clinic 

i patients by retrospective analysis of prescriptions for 3 years and 
cross-sectional analysis of efficacy and toxicity by patient interviews. 
' Opioid use and stability of the daily dose over 3 years were derived from 
computerized pharmacy records. Medical records, operative reports, and 
radiographic studies were reviewed to determine the reason for dosage 
escalations and to detect instances of abuse or addiction behaviors. 
Patients were interviewed to determine the efficacy, frequency, and types 
of side effects and instances of obtaining opioids from sources outside 
the Veterans Affairs system. 
Results. Opioids were prescribed for 152 of the 230 patients, for <3 
| months (short-term [STO] ) in 94, &GE;3 months (long-term [LTO] ) in 58, and 

none in 72 (no opioid [NTO] ) . Medications prescribed were codeine, 
oxycodone, propoxyphene, tramadol, morphine, meperidine, 
fentanyl, or hydroxycodone , either alone or in combination. Interviews 
were completed in 72 STO, 50 LTO, and 45 NTO patients. Pain severity 
(0-10 scale) was not different in patients with different spinal 
pathologies. Opioids significantly reduced the back pain severity score 
from 8.3 &PLUSMN ; 1.5 to 4.5 &PLUSMN ; 2.2 (mean &PLUSMN ; SD) . Mild side 
effects (most commonly, constipation and sedation) were reported by 58% of 
the opioid- treated patients but rarely caused them to stop taking the 
medication. There was no significant increase from the mean &PLUSMN; SD 
initial opioid dosage of 5.0 &PLUSMN; 12.2 30-mg codeine equivalents per 
day (30 mg oral codeine = 5 mg oral morphine) to the 

mean peak dosage of 7.9 &PLUSMN; 12.5 and the mean recent dosage of 4 . 3 
&PLUSMN; 6.3, suggesting that tolerance to opioid analgesia did not appear 
to occur in these patients. Dosage escalations of >2 30-mg codeine 
equivalents occurred 19 times in 17 LTO patients and was due to worsening 
of the underlying painful condition, complications of spine surgery, or 
1 unrelated surgical or medical problems in all but 3 of them (5%) . These 3 
i patients also displayed other abuse behaviors. Abuse behaviors were not 
t more frequent in those with or without a history of abuse/addiction. 

Conclusion. This study provides data on the efficacy, toxicity, 
tolerance, and abuse or addiction behaviors with opioid therapy in a large 
cohort of patients in an orthopedics spine clinic. The results provide 
* objective data from patients with well-defined spine diagnoses to 

challenge the position that opioid treatment is inappropriate for chronic 
nonmalignant pain. This study provides clinical evidence to support and 
protect physicians treating patients with chronic musculoskeletal 
diseases, who may be reluctant to prescribe opioids because of possible 
sanctions from regulatory agencies. More important, it will benefit 
patients by permitting them to receive these effective, safe medications. 
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The present review aims to evaluate the efficacy and safety of a 
selection of oral treatments for the management of painful 
diabetic neuropathy. A literature review was conducted retrieving 
placebo- controlled and direct comparative studies with a selection of 
oral treatments for painful diabetic neuropathy. All studies were 
analyzed with regard to efficacy and tolerability . Efficacy was evaluated 
as the percentage improvement in pain intensity between baseline and 
endpoint. Tolerability was evaluated by means of study discontinuations 
due to adverse events and by incidence of drug-related adverse events. 

The analyzed trials enrolled different patient populations with mostly 
small numbers of patients. The great variability in dosages and dose 
titration schemes, cross-over designs with variable wash-out periods, and 
other design schemes made comparison between the different studies 
difficult. Gabapentin, lamotrigine, tramadol, oxycodone, 
mexiletine, and acetyl-L-carnitine were the only treatments studied in 
large (at least 100 patients), placebo- controlled parallel group trials. 

It is concluded that standardization in design and reporting for 
comparison of treatments is needed. Validated questionnaires for 
evaluation of the efficacy and safety should be further developed. Based 
on the reviewed randomised controlled trials, gabapentin shows good 
efficacy, a favourable side-effect profile with lack of drug interactions 
and therefore it may be a first choice treatment in painful diabetic 
neuropathy, especially in the elderly. However, head to head trials of 
current treatments are lacking and therefore randomized controlled trials 
are required to address this issue. Copyright (c) 2005 John Wiley & Sons, 
Ltd. 
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AB Postherpetic neuralgia (PHN) remains one of the most troublesome common 
chronic neuropathic pain conditions. Many controlled trials have been 
published showing good efficacy and reasonable tolerability . These 
include gabapentinoids, opiods, tricyclic 'antidepressants , and topical 
lidocaine and capsaicin. Combination therapies are possible; but have not 
been proven, and long- term. follow-up is limited. Only few case series 
exist for surgical and other invasive therapies and their role remains 
uncertain. Copyright .COPYRGT. 2005 by Current Science Inc. 
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AB Whether opioids are effective for neuropathic pain has been a matter of 
controversy for decades. Within limits, it is clear that opioids in 
general are effective for neuropathic pain. Furthermore, there is no 
evidence that opiods are any less effective for neuropathic pain than for 
non-neuropathic pain, no evidence that opioids are less effective for 
neuropathic pain than are other medications, and no evidence that one 
opioid is any more effective than another for neuropathic pain. It 
remains uncertain whether opiods are effective for central pain, although 
they may have a role. Although some patients appear to enjoy long-term 
benefits, most studies have been short-term. Opioids have an important 
role in the treatment of neuropathic pain; however, skillful opioid use 
| balances the benefits with management of side effects and prevention and 
treatment of abuse and addiction. Copyright .COPYRGT. 2 005 by Current 
Science Inc. 
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AB Opioids remain an important cornerstone in the treatment of cancer pain. 
Effective analgesia is obtained in the majority of. cancer pain patients 
with the application of fairly straightforward algorithms using opioids as 
the main therapy. Many rational treatment algorithms exist. In this 
tutorial we will describe the role of opioids in the treatment of cancer 
pain, including a brief overview of cancer pain syndromes, essential 
aspects of opioid therapy, opioid pharmacology, opioid rotation, 
properties of the individual opioids, and management of common side 
effects of opioids. .COPYRGT. 2005 World Institute of Pain. 
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1 these weak opioids. From this point of view there are two major issues 

? why weak opioids cannot wholeheartedly be recommended: large 

interindividual variability of the analgesic effect due to CYP2D6 
polymorphism and 10% of patients with no benefit from these drugs. On the 
other hand it might be advantageous to use the O-demethylated metabolites 
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have a smaller interindividual variability of the opioid effects. Instead 



of using weak opioids, small doses and controlled 
release formulations of strong opioids might be the future way to 
in analgesic therapy despite the fear of addiction and bureaucratic 
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AB Methods and compns . for treating subjects with pain, including neuropathic 



pain, using opioid antagonists are described. Such antagonists are used 
alone or in combinations with opioid agonists, wherein an opioid 
antagonist enhances the neuropathic pain-alleviating potency of an opioid 
agonist. For example, the combination of naltrexone (0.1 ng) and morphine 
(10 ng) , representing a ratio of 1:100,000 of the opioid antagonist to 
opioid agonist, twice daily, resulted in a significant antihyperalgesic 
effect in a rat model of neuropathic pain, compared to vehicle or morphine 
alone for the Day 1 through Day 7 duration. Although morphine alone at 10 
\xg resulted in 65% and 73% antihyperalgesia on Day 1 and 2, resp., with 
return to baseline by day 5, the combination of morphine (10 ng) and 
naltrexone (0.1 ng) resulted in 75, 81, 91, 63, 79, 67 and 56% 
antihyperalgesia on Days 1 through 7, resp., as well as analgesia (paw 
withdrawal latencies went above baseline) Days 1 through 7. 
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AB A composition for controlled release of an opioid from a 

pharmaceutical composition, the method comprises controlling the release of at 
least one opioid into an aqueous medium by erosion of at least one surface of 
a pharmaceutical composition comprising a matrix composition comprising (a) 

polymer 

or a mixture of polymers, (b) an opioid and, optionally, (c) one or more 
pharmaceutical^ acceptable excipients, and (i) a coating. The matrix 
composition has a conus-like shape so the surface area exposed to the aqueous 
medium increases at least during initial erosion of the matrix composition, and 
the dissoln. of the opioid-when tested in a Dissoln. Test as described 
herein with or without application of sinkers-results in a zero order 
release of at least 80% of the opioid contained in the composition Such 
compns . are especially suitable for controlled release of an 

opioid to obtain a delayed peak concentration and a prolonged therapeutically 
effective plasma concentration upon oral administration. Once or twice 
daily administration is possible. The matrix typically comprises PEO and 



the active substance is typically an opioid such as morphine or a 
glucuronide thereof . 
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The invention discloses a titration dosing regimen for the administration of 
controlled-release tramadol analgesic to 

patients. The titration dosing regimen provides a significant reduction in the 
occurrence of adverse effects from the introduction of controlled released 
tramadol dosing, thus increasing patient compliance and medication 
tolerability . 
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AB This invention relates to an oral pharmaceutical preparation, 

suitable for dosing every 24 h, comprising a substrate, which substrate 

comprises a pharmaceutically effective amount of tramadol or a 

salt thereof and a pharmaceutically effective amount of topiramate and 

wherein said substrate may be coated with a controlled 

release coating; said preparation having a specific dissoln. rate in 

vitro. 
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'more 



comprising a highly soluble drug, which utilizes dual retard technique to 
effectively reduce the quantity of release controlling agents and a 
process for preparing the dosage form. Specifically, the dosage form 
comprises micro matrix particles containing a highly soluble drug and one or 

hydrophobic release controlling agents and coated micro matrix particles 
with one or more hydrophobic release controlling agents. The invention 
also relates to the use of dual retard technique to effectively control 
the release rate of modified release active ingredient by using small 
quantity of release controlling agents. The invention also provides a 
novel process for preparing the novel formulations of the invention. The 
invention further provides a method of treating an animal, particularly a 
human in need of treatment utilizing the active' agents, comprising 
administering a therapeutically effective amount of composition or solid 
oral dosage form according to the invention to provide 
administration of active ingredients. 
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AB An abuse-deterrent pharmaceutical composition has been developed to reduce the 
likelihood of improper administration of drugs, especially drugs such as 
opioids. In the preferred embodiment, a drug is modified to increase its 
lipophilicity . In preferred embodiments the modified drug is 
homogeneously dispersed within microparticles composed of a material that 
is either slowly soluble or not soluble in water. In some embodiments the drug 
containing microparticles or drug particles are coated with one or more 
coating layers, where at least one coating is water insol . and preferably 
organic solvent insol., but enzymically degradable by enzymes present in the 
human gastrointestinal tract. The abuse-deterrent composition retards the 
release of drug, even if the phys . integrity of the formulation is 
compromised (for example, by chopping with a blade or crushing) and the 
resulting material is placed in water, snorted, or swallowed. However, 
when administered as directed, the drug is slowly released from the composition 
as the composition is broken down or dissolved gradually within the GI tract by 
a combination of enzymic degradation, surfactant action of bile acids, and 
mech. erosion. For example, oxycodone free base was prepared from its 
hydrochloride salt and then was incorporated into microparticles containing 
hydrogenated vegetable oil. 
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An oral administration unit containing the active substances 

Tramadol and Diclofenac and/or physiol . acceptable salts thereof, 

in which both active substances are contained in the same administration 

unit as two sep. formulated subunits is disclosed. 
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The present invention relates to oral delivery systems • of active 
agent, and more specifically to compns . that comprise amino acids, as 



single amino acids or peptides, covalently attached to active agents and 
methods for oral administration of conjugated active agent 

compns. For example, a polyserine- f urosemide conjugate was prepared and its 
in vivo performance was examined Compared to parent f urosemide, the 
conjugate showed a sustained drug release. The 9 h serum level of the 
polyserine- f urosemide conjugate was 95.5% of its 3 h level, whereas the 9 
h serum level of the parent drug was only 59.8% of its 3 h level. 
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The present invention relates to compns. and methods for treating immune 
system diseases such as rheumatic disease, by administering to a subject 
soluble CTLA4 (cytotoxic T lymphocyte antigen 4) mols. that, block endogenous 
B7 (CD80) mols. from binding their ligands, alone, or in conjunction with 
other agents including disease modifying ant i- rheumatic drugs (DMARDs) or 
non-steroidal anti- inflammatory drugs (NSAIDs) . The soluble CTLA4 mol . 
comprises the extracellular domain (residues 1-124) of full-length human 
CTLA4, which may be fused at the N- terminus with the signal peptide of 
oncostatin M and at the C- terminal end with an Igyl constant region. 
Single- site and double- site CTLA4 mutant sequences are also constructed, 
including L104E/A29Y-CTLA4 /Ig, L104E/A2 9L-CTLA4 /Ig , L104E/A29T-CTLA4 /Ig, 
and L104E/A29W-CTLA4/Ig. CTLA4/lg administered at 10 mg/kg (plus 
methotrexate) has superior efficacy in treatment of rheumatoid arthritis 
compared to placebo (plus methotrexate) based on efficacy parameters of 
the American Collage of Rheumatol. Core Data Set and Response Definitions 
(ACR) . Binding kinetics to CD86 and CD80, pharmacokinetics, and 
pharmacodynamics of C- reactive protein, rheumatoid factor, interleukin- 2 
receptor, interleukin -6, and tumor necrosis factor a are provided. 
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Recent advances in intravenous anaesthesia. 
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ENTRY DATE: Entered STN: 19 Nov 2004 
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AB Efforts to develop new hypnotic compounds continue, although several have 
recently failed in development. Propofol has been reformulated in various 
presentations with and without preservatives. Pharmacokinetic and 
pharmacodynamic differences exist between some of these preparations, and 
it is currently unclear whether any have substantial advantages over the 
original presentation. The use of target-controlled infusion (TCI) has 
been extended to include paediatric anaesthesia and sedation. Application 
of TCI to remifentanil is now licensed. Linking of electroencephalogram 
(EEG) monitoring to TCI for closed- loop anaesthesia remains a research 
tool, although commercial development may follow. The availability of 
stereoisomer ketamine and improved understanding of its pharmacology have 
increased non-anaesthetic use of ketamine as an adjunct analgesic. It may 
be useful in subhypnotic doses for postsurgical patients with pain 
refractory to morphine administration. .COPYRGT. The Board of Management 
4 and Trustees of the British Journal of Anaesthesia 2004. 
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* COUNTRY OF AUTHOR: France 

SOURCE: BULLETIN DU CANCER, (JAN 2004) Vol. 91, No. 1, pp. 95-98. 
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♦ABSTRACT IS AVAILABLE IN THE ALL AND I ALL FORMATS* 

AB Improvements have been made recently in the treatment of cancer pain. 

First of all, this symptom is better recognized and evaluated in cancer, 
patients. Then new therapeutic options have became available in France : 
tramadol, WHO level II analgesic, for intermediate to severe pain: 
gabapentine, a new anticonvulsivant drug, for neuropathic pain: 
oral transmucosal fentanyl citrate for breakthrough pain, : 
hydromorphone and oxycodone, morphine agonists, as an alternative to 
morphine: development of patient controlled analgesia via portable pump; 
better evaluation of alternative therapeutics. 
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Improved life expectancy among patients with cancer has unfortunately 
resulted in significant increases in the number of patients experiencing 
chronic, intractable pain - neuropathic pain syndromes, in particular. 
Yet treatment for this pain is frequently suboptimal. This is due, at 
least partially, to the generalized nature of available therapeutics, 
which are often aimed toward symptom management and temporal pain 
properties rather than targeted directly toward the multiple mechanisms 
underlying the generation and propagation of pain. Although the future of 
pain medicine undoubtedly lies with improved formulations, kinetics, and 
metabolic characteristics, the current armamentarium nevertheless has 
proven effective in promoting beneficial outcomes and. improved life 
quality in cancer patients with neuropathic pain. Novel, evidence-based 
guidelines recommend several agents for first- line consideration, 
including gabapentin, the lidocaine (5%) patch, tramadol 

hydrochloride, tricyclic antidepressants, and opioid analgesics. However, 
in oncology perhaps more than in any other field, pain is dynamic and 
ever- changing in response to a variety of factors, including 
chemotherapeutic, radiation, or surgical interventions. For this reason, 
patient -specific assessment and continual monitoring are warranted when 
selecting a therapeutic regimen. General considerations, particularly 
when an opioid agent is utilized, should include, pharmacoclinical , 
pharmacoeconomic , and pharmacogenetic variables. .COPYRGT. 2004 Elsevier 
Inc. All rights reserved. 
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An improvement in a detection system for measuring the release of a drug 
from a pharmaceutical dosage form is described comprising one or "more 
dissoln. vessels containing a dissoln. medium and a measuring device for 
detecting the amount of drug released at a given time. Each vessel has a 
mixing shaft disposed therein for mixing the dissoln. medium. A probe is 
placed within the mixing shaft or outside the individual dissoln. vessel 
capable of measuring the dissoln. characteristics with light that first 
passes through a processor- controlled monochromator or a filter wheel so 
as to isolate wavelength ranges and enable them to be scanned 
individually. The invention specifically relates to detection systems for 
measuring dissoln. characteristics of pharmaceutical dosage forms using 
UV, IR, near-IR, and Raman spectroscopy techniques as well as electrochem. 
techniques such as polarog. and NMR. 
REFERENCE COUNT: 6 THERE ARE 6 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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Disclosed herein is the use of chemical irritants, such as vanilloid 
receptor- 1 agonists, in sustained/controlled release 

pharmaceutical prepns . which also contain a drug typically having high 
abuse potential. Inclusion of the VR1 agonist in the pharmaceutical 
preparation interferes with illicit or inappropriate dosing without 
significantly interfering with the action of the therapeutic. Also 
disclosed are exemplary co- formulations of capsaicin (a VR1 agonist) and 
oxycodone (an opioid therapeutic having high abuse potential) in 
controlled release prepns. 
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Disclosed in certain embodiments is a coating comprising a 
pharmaceutical^ acceptable mixture of gelatin and hydrophobic 
example, oxycodone sustained- release capsules were prepared by 
oxycodone hydrochloride 160 mg, stearic acid 80 mg, stearyl ale 
and Eudragit RSPO 14 0 mg, extrusion of the blend, cutting the s 
obtained into pellets, and filling the pellets into capsules, 
sustained- release oxycodone multiparticulates can be enrobed wi 
immediate release gelatin coating to provide a tamper resistant 
form. 
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This invention relates to sustained release oral dosage forms, . 
preferably tablets, comprising tramadol or a salt thereof 
dispersed in a matrix, wherein the matrix comprises xanthan gum. The 
tablets are administered on a once-a-day basis. For example, a tablet was 
formulated containing tramadol-HCl 90, xanthan gum 160, 
lactose 94.92, Mg stearate 3.5, and silica 1.58 mg. 
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AB The invention provides stable controlled release 

monolithic coating compns . for use in coating pharmaceutical oral 
dosage forms comprising a polyglycol having a m.p. greater than 
55°C and an aqueous dispersion of a .neutral ester copolymer lacking 
functional groups. Tablet cores containing metformin HC1 95.70, silicon 
dioxide 0.50, polyvinyl ale. 1.80, glyceryl 2.00% were prepared The above 
tablet were coated with a coating composition containing Eudragit NE30D 25.33, 
talc-400 6.84, 2HPMC-606 5.98, PEG-8000 2.14, titanium dioxide 1.71, 
simethicone 0.39, Tween-80 0.34, and purified water 57 . 27% . Dissoln. rate 
of the tablets were studied. 
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AB The present invention relates to, as a novel oral drug delivery 

system for control of drug release, a preparation for maintaining drug 
concentration 

in blood at a certain level for a prolonged time by allowing the drug to 
, be released by a constant rate through stepwise control of drug release upon 
I the administration of the preparation Compns. of core matrix tablets contained 
captopril 25, glyceryl behenate 62.5, dibasic calcium phosphate dihydrate 
5, Povidone 5, hydroxypropyl Me cellulose 150, and Mg stearate 2.5 mg, and 
moisture (removed during treatment) and the coating solution comprised 
hydroxypropyl Me cellulose 9.6, Et cellulose 2.4, methylene chloride 93 . 4 , 
EtOH 93.4, and castor oil 1.2%. 
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Erodible, gastric-retentive dosage forms are provided that are formulated 
using the in vitro drug release profile obtained with USP disintegration 
test equipment rather the USP Dissoln. Apparatus The invention is premised on 
the discovery that the USP disintegration test and modified versions 
thereof are far more predictive of the in vivo release profile for a 
controlled release dosage form than is the standard USP 
disintegration test, particularly controlled release 

dosage forms of the swellable, erodible type. The dosage forms generally 
comprise particles of a biocompatible, hydrophilic polymer having the 
> active agent incorporated therein, wherein the particles are optionally 

but preferably compacted into a tablet or loaded into a capsule. The 
I dosage forms can be used to deliver water- insol . or sparingly soluble drugs 
I as well as water-soluble drugs, providing that the latter are coated with a 

$ protective coating or contained in a protective vesicle. Tablet contained 

; , BaS04 21.35, Polyox N-60K 20.02, and Polyox N-80 58.13%. 
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A pharmaceutical composition for controlled release of an 

active substance. The active substance is released into an aqueous medium by- 
erosion of at least one surface of the composition The composition comprises a 
matrix containing polymer or a mixture of polymers, an active substance and, 
optionally, 1 or more excipients, and a coating. A zero order drug 
release is desirable. The matrix typically comprises PEG and the active 
substance is typically an opioid such as morphine or a glucuronide. The 
coating comprises a first cellulose derivative which is substantially insol . 
in the aqueous medium and at least 1 of a second cellulose derivative which is 
soluble or dispersible in water, a plasticizer, and, a filler. A composition 

prepared from the following ingredients: PEG-200,000 83.5, and morphine 
sulfate 16.5% by weight The coating and the matrix were prepared as described 
above. The composition was 9 mm long and had elliptic formed surfaces. 
Morphine sulfate (96.65%) was released in 8 h. 
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combination drugs for the treatment of cancer. 
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AB The present invention provides an oral dosage form comprising 

first composition and a second composition The first composition comprises an 
effective 

amount of a therapeutic agent and the second composition comprises an effective 
amount of an adverse-effect agent. The adverse-effect agent is covered with 
a coating that is substantially insol . in the gastrointestinal tract. In 
one embodiment, the adverse-effect agent is coated with an outer base-soluble 
layer and an inner acid- soluble layer. The therapeutic agent can be uncoated 
or can be coated with a coating having an outer acid- soluble layer and an 
inner base- soluble layer. The dosage form discourages administration of the 
therapeutic agent by other than oral administration. Granules 
prepared from oxycodone hydrochloride 20, spray-dried lactose 59.25, 
povidone 5, Eudragit RS 3 0D 10, and triacetin 2 mg, were spray coated with 
base- soluble coating solution containing Eudragit L, and then acid-soluble 
coating 

solution containing Eudragit E100. Another granules prepared from naltrexone 
hydrochloride 5, spray-dried lactose 59.25, povidone 5, Eudragit RS 3 0D 
10, and triacetin 2 mg, were spray coated with the acid- soluble coating 
solution, and then the base- soluble coating solution The both granules were 
encapsulated in a gelatin capsule to make a dosage form of the present 
invention . 
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AB Disclosed are oral dosage forms, comprising (i) a 

therapeutically effective amount of an opioid agonist (ii) an opioid 
antagonist in releasable form, and (iii) a sequestered opioid antagonist 
which is not released when the dosage form is administered intact, and 
methods thereof. Controlled release tablets of 

hydrocodone bitartrate containing non- releasable naltrexone hydrochloride 
beads and releasable naltrexone were prepared 



REFERENCE COUNT: 



THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 
RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



L25 ANSWER 70 OF 122 HCAPLUS COPYRIGHT 2007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 



2003 : 132997 HCAPLUS 
138 : 175.865 

Compositions containing bitter agents to prevent abuse 
of opioids 

Breder, Christopher; Colucci, Robert; Oshlack, 
Benjamin; Sackler, Richard; Wright, Curtis 
Euro-Celtique S.A., Luxembourg 
PCT Int. Appl., 72 pp. 
CODEN: PIXXD2 



pOCUMENT TYPE: 



LANGUAGE : 



FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 

PATENT NO. 



Patent 

English 

1 



WO 2003013476 
WO 2003013476 



W: 



RW: 



AG, 
CR, 
HR, 
LT, 
PT, 
UG, 
GM, 
KZ, 
FR, 
CI, 



AE, 
CO, 
GM, 
LS, 
PL, 
UA, 
GH, 
KG, 

PI, 
CG, 
CA 2455420 
AU 2002355414 
US 2003064099 
7141250 
2003068370 
7157103 
2003068375 
EP 1414413 

R: AT, BE, 
IE, SI, 
DE 20220917 
HU 200401344 
JP 2005500364 
BR 2002012020 
IN 2004DN00261 
US 2007020188 
PRIORITY APPLN. INFO 



US 
US 
US 
US 



AL, 
CU, 
HU, 
LU, 
RO, 
US, 
KE, 
MD, 
GB, 
CM, 



CH, 
LT, 



KIND 

Al 
Bl 

AM, 

CZ, 

ID, 

LV, 

RU, 

UZ, 

LS, 

RU, 

GR, 

GA, 
Al 
Al 
Al 
B2 
Al 
B2 
Al 
Al 

DE, 

LV, 
Ul 
A2 
T 
A 
A 
Al 



DATE 



DE, 
IL, 
MA, 
SD, 
VN, 
MW, 
TJ, 
IE, 
GN, 



DM, 
IS, 
MG, 
SG, 
ZA, 
SD, 
AT, 
.LU, 
GW, 



APPLICATION NO. 



20030220 
20030703 
AT, AU, AZ, 
DK, 
IN, 
MD, 
SE, 
YU, 
MZ, 
TM, 
IT, 
GQ, 
20030220 
20030224 
20030403 
20061128 
20030410 
20070102 
20030410 
20040506 
DK, ES, FR, 
FI, RO, MK, 
. 20040923 
20041129 
20050106 
20050816 
20050401 
20070125 



WO 2002-US24935 



BA, 
DZ, 
JP/ 
MK, 
SI, 
ZM, 
SL, 
BE, 
MC, 
ML, 



BB, 
EC, 
KE, 
MN, 
SK, 
ZW 
SZ, 
BG, 
NL, 
MR, 



BG, 
EE, 
KG, 
MW, 
SL, 



BR, 
ES, 
KP, 
MX, 
TJ, 



BY, 
FI, 
KR, 
MZ, 
TM, 



TZ, UG, ZM, 
CH, CY, CZ, 
PT, SE, SK, 
NE, SN, TD, 
CA 2002-2455420 
AU 2002-355414 
US 2002-213920 

US 2002-214410 



US 2002-214412 
EP 2002-752708 
GB, GR, IT, LI, LU, 
CY, AL, TR, BG, CZ, 
DE 2002-20220917 
HU 2004-1344 
JP 2003-518486 
BR 2002-12020 
IN 2004-DN261 
US 2006-525395 
US 2001-310514P 
US 2001-310534P 
US 2001-310535P 
US 2002-213920 
US 2002-214410 
US 2002-214412 
WO 2002-US24935 



BZ, 
GB, 
KZ, 
NO, 
TN, 

ZW, 
DE, 
TR, 
TG 



NL, 
EE, 



DATE 



20020806 . 



CA, 
GD, 
LC, 
NZ, 
TR, 

AM, 
DK, 
BF, 



CH, 
GE, 
LK, 
OM, 
TT, 

AZ, 
EE, 
BJ, 



CN, 
GH, 
LR, 
PH, 
TZ, 

BY, 
ES, 
CF, 



P 
P 
P 

Al 
Al 
Al 
W 



20020806 
20020806 
20020806 

20020806 

20020806 
20020806 

SE, MC, PT, 

SK 

20020806 
20020806 
20020806 
20020806 
20040205 
20060922 
20010806 
20010806 
20010806 
20020806 
20020806 
20020806 
20020806 



AB Methods and compns . for preventing abuse of dosage forms comprise an 

opioid analgesic or other drug which may be the subject of abuse, and at 
least one aversive agent in an effective amount to deter an abuser from 
administering a tampered form of the dosage form i.v., intranasally , 
and/or orally. Thus, a formulation contained oxycodone-HCl 20.0, 
spray-dried lactose 59.25, Povidone 5.0, Eudragit RS30D 10.0, triacetin 
2.0, xanthan gum 9.0, stearyl ale. 25.0, talc 2.5, Mg stearate 1.25, and 
Opadry Pink YS-14518A 5.0 mg/unit.. 
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AB Disclosed is an oral dosage form comprising (1) an opioid 

agonist in a releasable form and (ii) sequestered opioid antagonist which 
is substantially not release when the dosage form is administered intact, 
such that the ratio of the mean Cmax of the antagonist after single dose 
oral administration of the dosage form after tampering to the mean 
Cmax of antagonist after single dose oral administration of an 
intact dosage form is at least 1.5:1. Thus, capsules contained 
naltrexone-HCl 2.0, Eudrgait RSPO 88.0, stearyl ale. 15.0, stearic acid 
15.0, and BHT 1.0 mg/unit . 
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A coating composition for oral sustained drug release comprising a 
mixture of gelatin and hydrophobic polymer is described. An oral 
composition comprises a plurality of inert beads, a first layer comprising 
active agent disposed on the inert beads, and a second layer comprising a 
mixture of gelatin and hydrophobic polymer disposed on the first layer. For 
example, a sustained-release gel coating contained gelatin 40%, Et 
cellulose 50%, glycerin 5%, and water 5%. The coating can enrobe a 
sustained- release or immediate release oxycodone matrix. 
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A method is disclosed for manufacturing a pharmaceutical tablet for oral 
* administration, the tablet combining both immediate-release and 
| prolonged- release modes of drug delivery and using an 

V immediate-release drug that, is either insol . in water or only sparingly 

7 soluble and is present in a very small amount compared to the prolonged 

-release drug. The method involves the use of particles of the 
immediate-release drug that are equal to or less than 10 \x in diameter, 
applied as a layer or coating over a core of the prolonged- 
release drug, the layer or coating being either the drug particles 
' themselves, applied as an aqueous suspension, or a solid mixture containing 
the drug 

in admixt . with a material that disintegrates rapidly in gastric fluid. 
The result in both cases is a high degree of uniformity in the proportions 
of the immediate-release and prolonged-release drugs, 

uniformity that is otherwise difficult to achieve in view of the insoly. 
of the immediate- release drug and its relatively small amount compared to 
the prolonged- released drug. Tablets containing met f ormin-HCl and glimepiride 
were prepared containing HPMC and PEG, using Polysorbate 80 solns . 
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|AB Method is- disclosed for the treatment of a patient suffering from 

constipation. Method comprises the administration of a therapeutically 
* effective amount of devazepide. There is also described a method of 

i treatment of a patient requiring analgesia which comprises the sep., 

simultaneous or sequential administration of a therapeutically effective 
amount of an analgesic and a stool softening amount of devazepide. The use 
devazepide in the manufacture of a medicament is also described. 
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Therapeutic systems with prolonged drug release has been suggested. 
Prolonged drug release from tablet matrix is based on hypromellose 
content. Different types of hypromellose were used: Methocel K 5M, 
Methocel K 15M, and Methocel K 100M. Influence of hypromelose type, 
hypromellose content, tablet hardness and dissolution media on the release 
of tramadol chloride were investigated. It is concluded that 
tablet hardness and dissolution media in this particular case have no 
effect on drug release. Drug release profile is mainly controlled by the 
hypromellose type and content. 
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AB Tramadol is an effective centrally acting analgesic with good 

oral bioavailability and relatively short elimination half -life. 

The objective of present research was to design a simple monolithic, solid 

oral dosage form capable of displaying 12- and 24-h near 

zero-order in vitro dissoln. profiles for tramadol 

hydrochloride. The delivery system design is based on inclusion of 
specific electrolytes in a hydrophilic matrix. Formulations were selected 
to exhibit exceptional robustness in a variety of pH-buffered media and 
hydrodynamic conditions, and were also selected to be manuf acturable as 
directly compressible dry blends possessing adequate flow properties for 
tablet ing on conventional equipments. Dissoln. studies were conducted 
using a type II apparatus in a variety of media and hydrodynamic conditions. 
Near zero-order and bimodal release was achieved for 12 and 24 h with 
formulations having different drug loadings. Release performance in 
various media showed predictable and similar (±10%) release profiles 
when formulations were subjected to changes in pH, ionic strength, 
surfactant concentration, and slight formulation composition changes. Results 
indicate that development of a readily manuf acturable , robust, and rugged 
controlled- release formulation of tramadol is 

possible using the designed novel self -correcting monolithic delivery 
system . 
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AB Meperidine (Demerol) is an opiate analgesic that is not considered 
,| first -line therapy for most pain management indications because of 

4 concerns about its safety and efficacy. Inpatient data from a 4 17 -bed 
| community teaching hospital revealed high use of meperidine in 

I oral, IM, and IV forms. A multifaceted academic detailing 

| approach was employed to change prescribing behavior and decrease 

* meperidine use. This approach included conducting two concurrent 
t Medication Use Evaluations; Grand Rounds presentations for pharmacy staff, 

5 nurses, and medical residents; solicitation of opinion leaders; pocket and 
table- top cards; newsletter articles; and provision of pharmaceutical 

i care. Comparing the number of meperidine doses dispensed per adjusted 

patient day before and after the intervention, use was reduced by 0.0966 
doses per patient (P < 0.05: 95% CI, 0.0955 to 0.0977). The number of 



patients receiving meperidine was reduced by 2.43% (P < 0.05: 95% CI, 1.97 
to 2.88). This translates into a relative reduction of 29.5% in patients 
receiving meperidine and a relative reduction of 31% in meperidine doses 
dispensed per patient after academic detailing initiatives vs before. 
Eighty-five percent of standard orders were changed to improve therapy; 
these changes included converting meperidine to morphine or hydromorphone , 
decreasing cumulative acetaminophen daily dosages, using 
controlled-release and immediate-release opioids for 
pain management when oral therapy was tolerated, and combining 
modalities with different mechanisms of action for synergy and to decrease 
potential adverse effects from larger dosages of single entities. 
Academic detailing of meperidine resulted in short-term changes in 
prescribing patterns and decreased meperidine use at this institution. 
Long-term implications for pain management have not yet been assessed. 
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AB A solid controlled release oral unit dose 

pharmaceutical composition, comprising one or more of therapeutic agent/drug 
and a gel forming husk powder obtained from Lepidium sativum seeds. 
f Crosslinking enhancers and/or pharmaceutically acceptable excipients may 
r be present. The gel-forming husk powder obtained from L . sativum seeds is 
| present in the range of 10-70% of the total weight of dosage form and the 

jr crosslinking enhancer, selected from xanthan gum, karaya gum and the like, 
j in amts. of 3-10% by weight of the dosage form to give a release profile 

between 4 to 20 h. The total excipients are present at 10-40% by weight of 
the total dosage form. The composition may be in the form of tablets, capsul 
and pellets. For example, controlled-release tablets 

were prepared containing diclofenac sodium 100.00 mg, garden cress husk 120.0 
mg, xanthan gum 12.00 mg, lactose 20.00 mg, magnesium stearate 3.00 mg, 
talc 4.00 mg, and Aerosil-200 3.00 mg . .Drug release profile was 10.13, 
25.95, 42.21, 54.99, and 67.29% after 1, 4, 8, 12 and 16 h, resp. 
REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
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A controlled-release pharmaceutical dosage from 

comprises an opioid agonist and one or more opioid antagonists contained 
in a matrix sep. from the opioid agonist. The sep. matrix for the opioid 
antagonist allows independent release rates to be achieved for the opioid 
and opioid antagonist (s) . The antagonist (s) can be released slowly or 
fully contained when the tablet is taken orally. Crushing the tablet 
allows full release of the antagonist (s) , deterring abuse. The abuse 
deterring antagonist (s) may be an opioid antagonist, an irritant, another 
appropriate antagonist ( s ) , or a combination thereof. The invention also 
allows variable release of the opioid and antagonist (s) 
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AB The invention concerns salts of pharmaceutical active substances with 

artificial sweeteners that have lower water- solubility than other salt forms of 
the same drug and their bitterness is reduced or eliminated. 
Pharmaceutical salts of various drugs in the saccharinate form are claimed 
here with the exception of tramadol, (+) -tramadol , 
(-) -tramadol, (+) -demethyl tramadol and (-) -deme thy 1 tramadol . 
Thus diphenhydramine saccharinate was prepared from diphenhydramine 
hydrochloride and sodium saccharinate dihydrate. The 0.94 g of the 
product was used for oral gel tablet preparation that further 
contained (g) : methylparaben 0.33; propylparaben 0.05; xylitol 75.0; 
xanthan gum 2; tutti frutti flavor 0.625. 
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The invention concerns salts of pharmaceutical active substances with 
artificial sweeteners that have lower water- solubility than other salt forms of 
the same drug and their bitterness is reduced or eliminated. 
Pharmaceutical salts of various drugs in the saccharinate form are claimed 
here with the exception of tramadol. Thus diphenhydramine 
saccharinate was prepared from diphenhydramine hydrochloride and sodium 
saccharinate dihydrate. The 0.94 g of the product was used for 
oral gel tablet preparation that further contained (g) : methylparaben 
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AB The invention concerns an active substance combination of racemate 
tramadol and (+) -O-desme thy 1 tramadol in sustained-release and 
non- sustained-release form and its application as analgesics and 
antidiarrheal agent. The drug combination can be prepared as including the 
two different-types of delivery systems in one capsule or preparing layered 



tablets, further combinations are in form of gels, gums, drops, 
transdermal systems etc. Pharmacokinetic data are given on analgesic 
effect in mice. 
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AB The unit dosage form comprises a core containing tramadol or 
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20000922 
its 



the 



pharmaceutical acceptable salts a water soluble insulating membrane separating 



tramadol containing core from the controlled release 
membrane, and a controlled release membrane. Uncoated 
beads comprising tramadol. HCl (I) 31.8, microcryst. cellulose 
21.0, sucrose stearate 2.17, and water 7.24 kg were coated with a coating 
suspension comprising hydroxypropyl Me cellulose 1.35, talc 5.40, and 
water 18.0 kg to produce the insulation membrane, followed by coating with 
controlled release composition comprising talc 1.08, 

Polysorbate-80 0.216, simethicone 0.540, magnesium stearate 0.216, and 
T water 18.0. Gelatin capsules were filled with 451 mg of above coated 
? beads/capsule, thus each capsule contained 200 mg I. Dissoln. rate and 
* pharmacokinetics of I was studied. 
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Introduction. Opioid analgesics are very effective for treating pain, 
but their chronic use in nonmalignant conditions is controversial. Low 
back pain is a common condition, and chronic low back pain (CLBP) is the 
most frequent regional pain syndrome in the United States. This article 
reviews the evidence for and against the use of chronic opioid analgesic 
therapy (COAT) for patients with CLBP unrelated to cancer. 

Methods. A literature review was conducted looking for reports of 
oral or transdermal opioid analgesic therapy for CLBP. 

Results. There are very few randomized controlled trials of COAT for 
CLBP. The scant evidence that is available suggests that over the 
short-term, COAT is helpful with patients with CLBP. In the published 
reports, most of which are brief in duration, COAT is associated with 
moderate side effects but a low risk of abuse or drug addiction. COAT was 
not associated with adverse long-term sequelae. Longer-acting opioid 
analgesics may be preferable to shorter-acting agents. Patient selection 
and close follow-up are critical to good outcomes. 

Conclusions. There is a place for the use of chronic oral or 
transdermal opioid analgesics in the treatment of some patients with CLBP. 
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AB OBJECTIVES: We wanted to determine whether any treatment had been shown to 
reduce pain or disability from postherpetic neuralgia ( PHN) , a common 
sequela of herpes zoster in elderly patients. STUDY DESIGN: We undertook 
a systematic review of English- language randomized controlled trials 
(RCTs) of treatments of PHN with evaluation periods longer than 24 hours. 
DATA SOURCES: We systematically searched MEDLINE, Current Contents, and 
the Cochrane Library. We also searched reference lists of identified 
trials and reviews and contacted content experts. OUTCOMES MEASURED: Two 
reviewers independently evaluated RCTs for methodologic quality and data 
extraction. Outcomes of primary focus were pain and quality of life. 
RESULTS: Twenty-seven RCTs met inclusion criteria and were reviewed. Six 
trials of tricyclic antidepressants found evidence for clinically 
meaningful effects over 6 weeks. All other treatments were evaluated in 
no more than 2 trials meeting our inclusion criteria. Topical capsaicin 
0.075%, gabapentin, and controlled-release oxycodone 

were shown to be effective, but the clinically meaningful benefit is 
difficult to quantify. Intrathecal methylprednisolone and possibly 
bupivacaine sympathetic blocks are helpful in refractory cases. Other 
treatments evaluated, including topical lidocaine, had no evidence or 
inconsistent evidence of benefit. CONCLUSIONS: No single best treatment 
for PHN is known. Tricyclic antidepressants, topical capsaicin, 
gabapentin, and oxycodone are effective for alleviating PHN; however, 
long-term, clinically meaningful benefits are uncertain and side effects 
are common. Patients with PHN refractory to these therapies may benefit 
from intrathecal methylprednisolone. Little evidence is available 
regarding treatment of PHN of less than 6 months' duration. 
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The role of opioid therapy in chronic musculoskeletal disease continues 
to be controversial. However, recent years have seen a gradual shift 
towards the use of opioid therapy in chronic non-malignant pain (CNMP) 
following recognition that at least a subpopulation of such patients 
appears to benefit from long-term opioid treatment. Misconceptions about, 
opioids and the associated risk of dependence stemmed from older research 
that was fundamentally flawed. More recent, rigorous research has yielded 
clearer statistics on opioid dependence and has highlighted the need for 
screening to identify individuals who may require closer monitoring during 
long-term opioid therapy. Controlled-release 



formulations (oral and transdermal) for the management of steady 
pain, in conjunction with fast-acting, immediate-release formulations for 
the management of breakthrough pain, may be available for a wide range of 
opioid analgesics, providing comprehensive therapy systems for use in 
CNMP. However, there are no universal criteria that can be confidently 
used to, select CNMP patients who might profit from or be responsive to 
opioid therapy. Opioid treatment must therefore be individualised for 
each patient, based on a clear understanding of drug absorption, 
metabolism, toxicity and binding characteristics, using opioid switching 
strategies where appropriate. Practical guidelines for opioid therapy in 
CNMP include regular and . systematic checks of treatment results to adjust 
therapy for each individual patient and to ensure optimum . benefit . 
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AB The role of opioid therapy in chronic musculoskeletal disease continues to 

She controversial. However, recent years have seen a gradual shift towards 
the use of opioid therapy in chronic non-malignant pain (CNMP) following 
recognition that at least a subpopulation of such patients appears to 
benefit from long-term opioid treatment. Misconceptions about opioids and 
the associated risk of dependence stemmed from older research that was 
fundamentally flawed. More recent, rigorous research has yielded clearer 
statistics on opioid dependence and has highlighted the need for screening 
to identify individuals who may require closer monitoring during long-term 
opioid therapy. Controlled- release formulations ( 
oral and transdermal) for the management of steady pain, in 
conjunction with fast-acting, immediate-release formulations for the 
management of breakthrough pain, may be available for a wide range of 
opioid analgesics, providing comprehensive therapy systems for use in 
CNMP. However, there are no universal criteria that can be confidently 
used to select CNMP patients who might profit from or be responsive to 
opioid therapy. Opioid treatment must therefore be individualised for 
each patient, based on a clear understanding of drug absorption, 
metabolism, toxicity and. binding characteristics, using opioid switching 
strategies where appropriate. Practical guidelines for opioid therapy in 
f CNMP include regular and systematic, checks of treatment results to adjust 
\ therapy for each individual patient and to ensure optimum benefit. 
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Disclosed a system for avoiding an unfavorable pharmacokinetic interaction 
between a drug and another concomitant drug which comprises controlling 
the release time and/or release site of the drug and/or the concomitant 
r drug in the body. A controlled- release tablet of 

conivaptan hydrochloride was prepared and applied to a dog with midazolam 
oral liquid to examine the blood concentration of midazolam. The obtained 
conivaptan tablet showed no effect on metabolism of midazolam through drug 
metabolizing enzyme CYP3A4 . 
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AB The invention relates to novel oral pharmaceutical formulations 

having* a variably adjustable release effect. The formulations contain one 
or several sucrose fatty acid esters as exclusive release control agents, 
in addition to one or several active ingredients. Saccharose fatty acid 
esters are mixed with the active ingredient and are also used addnl . to 
coat the formulation. The invention also relates to a method for the 
production of the formulations by fusion granulation or fusion pelletizing. 
The pharmaceutical formulations range from quick release to delayed 
release drugs. Thus 400 g tramadol hydrochloride and 400 g 
saccharose ester stearate (HLB value = 1) were mixed with 7 00 rpm and 
disintegrated with 3000 rpm at 55°C; the produced granules were 
sieved through a 1.4 mm mesh. 
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AB An oral dosage form comprising (i) an opioid agonist in 

releasable form and (ii) a sequestered opioid antagonist which is 
substantially not released when the dosage form is administered intact is 
described. .The ratio of the amount of opioid antagonist released from 
oral dosage form after tampering to the amount of said antagonist 
released from the intact dosage form is about 4:1 or greater, based on the 
in- vitro dissoln. at 1 h of the dosage form in 900 mL of Simulated Gastric 
Fluid using a US P Type II (paddle) apparatus at 75 rpm at 37°, wherein 
said agonist and antagonist are interdispersed and are not isolated from 
each other in two distinct layers. For example, hard gelatin 
controlled-release capsules contained hydromorphone-HCl 

12 mg, Eudragit RSPO 76.5 mg, Et cellulose 4.5 mg, stearyl ale. 27.0 mg, 
and naltrexone-HCl pellets each containing naltrexone-HCl 2.0 mg, Eudragit 



RSPO 96.0 mg, 
BTH 1.0 mg . 
REFERENCE COUNT: 



stearyl ale. 22.0 mg, dibasic calcium phosphate 6.0 mg, and 



l25 answer 94 of 122 
Accession number: 
^document number: 

p'lTLE : 

pSTVENTOR(S) : 

/■ 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NIJM . COUNT: 
PATENT INFORMATION: 



2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 

HCAPLUS COPYRIGHT 2 007 ACS on STN 
2001:581682 HCAPLUS 
135 : 142272 

Shell-and-core dosage form approaching zero-order drug 
release 

Berner, Bret; Louie-Helm, Jenny; Gusler, Gloria; 

Shell, John N. 

Depomed, Inc . , USA 

PCT Int. Appl. , 36 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 


2001056544 




A2 




20010809 




WO 2001- 


US3027 




20010130 


wo 


2001056544 




A3 




20020502 




















W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


BZ, 


CA, 


CH, CN, 




CR, 


CU, 


cz, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, HR, 




HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, LT, 




LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NO, 


NZ, 


PL, 


PT, 


RO, RU, 




SD, 


SE, 


SG, 


SI, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


VN, YU, 




ZA, 


ZW 






























RW: GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, CY, 




DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


TR, BF, 




BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 




CA 


2396782 






Al 




20010809 




CA 2001- 


2396782 




20010130 


EP 


1251832 






A2 




20021030 




EP 2001- 


906794 




20010130 


EP 


1251832 






Bl 




20060927 




















R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 




IE, 


SI, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR 












JP 


2003521507 




T 




20030715 




JP 2001- 


556236 




20010130 


AU 


767812 






B2 




20031127 




AU 2001- 


34661 




20010130 


AT 


340563 






T 




20061015 




AT 2001- 


906794 




20010130 


MX 


2002PA07254 




A 




20021209 




MX 2002- 


PA7254 




20020725 


US 


2003104062 




Al 




20030605 




US 2002- 


213823 




20020807 



HK 1050493 Al 20061201 HK 2003-102713 20030415 

PRIORITY APPLN. INFO.: US 2000-498945 A 20000204 

WO 2001-US3027 W 20010130 

AB Drugs are formulated as oral dosage forms for controlled 

release in which the release rate limiting portion is a shell 
surrounding the drug- containing core. The shell releases drug from the core 
by permitting diffusion of the drug from the core. The shell also 
promotes gastric retention of the dosage form by swelling upon imbibition 
of gastric fluid to a size that is retained in the stomach during the 
postprandial or fed mode. Thus, core containing Polyox-303 700 and the shell 
200 mg was prepared with the drug loading in the core being 71.4% by weight 
(with no drug contained in the shell) . The release rate approached zero 
order. 
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AB The present invention provides solid pharmaceutical compns. for improved 
delivery of a wide variety of pharmaceutical active ingredients contained 
therein or sep. administered. In one embodiment, the solid pharmaceutical 
composition includes a solid carrier, the solid carrier including a substrate 
and an encapsulation coat on the substrate.. The encapsulation coat can 
include different combinations of pharmaceutical active ingredients, 
hydrophilic surfactant, lipophilic surfactants and triglycerides. In 
another embodiment, the solid pharmaceutical composition includes a solid 
carrier, the solid carrier being formed of different combinations of 
pharmaceutical active ingredients, hydrophilic surfactants, lipophilic 
surfactants and triglycerides. The compns. of the present invention can 
be used for improved delivery of hydrophilic or hydrophobic pharmaceutical 
active ingredients, such as drugs, nutritionals , cosmeceuticals and 
diagnostic agents. A composition contained glyburide 1, PEG 40 stearate 33, 
glycerol monolaurate 17, and nonpareil seed 80 g. 
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AB Drugs are formulated as unit oral dosage forms by incorporating 

them into polymeric matrixes comprised of hydrophilic polymers that swell 
upon imbibition of water to a size that is large enough to promote 
retention of the dosage form in the stomach during the fed mode. The 
oral formulation is designed for gastric retention and controlled 
delivery of an incorporated drug into the gastric cavity, and thus 
administered, the drug is released from the matrix into the gastric fluid 
by solution diffusion. The swollen polymeric matrix, having achieved 
sufficient size, remains in the gastric cavity for several hours if 
administered while the patient is in the fed mode, and remains intact long 
enough for substantially all of the drug to be released before substantial 
. dissoln. of the matrix occurs. The swelling matrix lowers the 
accessibility of the gastric fluid to the drug and thereby reduces the 
drug release rate. This process, together with diffusion retardation by 
selection of specific polymers, polymer mol . wts., and other variables, 
results in a sustained and controlled delivery rate of the drug to the 
gastric cavity. An example illustrated the controlled 
release behavior of metf ormin-HCl from a PEG matrix. 
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AB The invention relates to oral pharmaceutical formulations having 

a variably adjustable release effect. The formulations contain one or 
* several sucrose fatty acid esters as exclusive release control agents, in 
!- addition to one or several active ingredients. Saccharose fatty acid esters 
i are mixed with the active ingredient and are also used addnl . to coat the 

formulation. The invention also relates to a method for the production of the 
j formulations by fusion granulation or fusion pellet izing. The 

pharmaceutical formulations range from quick release to delayed release 
f drugs. Thus 400 g tramadolhydrochloride and 400 g saccharose, 

t ester stearate (HLB value = 1) were mixed with 700 rpm and disintegrated 

with 3000 rpm at 55°C; the produced granules were sieved through a 

1.4 mm mesh. 
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AB The invention concerns a pharmaceutical formulation for oral use 

and discloses a method for the production thereof. The preparation is to be 

used 

for treatment of chronic or acute pain of variable intensities and of 
various origins, such as post-operative, trauma, fracture, neoplasia, etc. 
The formulation is based upon Tramadol hydrochloride, an opioid 
analgesic, formulated as a multiparticulate composition for programmed release 
of 50-100 mg of the drug. 
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}AB Oral pharmaceutical solid forms for controlled 
| release of combinations of metamizole and tramadol are 

1 disclosed. A process of melt-granulation for production of granules coated 
I with a hydrophilic polymer is also disclosed. 
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Controlled release formulations were obtained based on 
complexes between lambda carrageenan and three basic drugs: Metoprolol 
tartrate, Tramadol HC1 and Bupropion HC1 . For all the drugs 
considered the release was completed in about 10-12 h, although different 
kinetics were observed depending on the solubility of the complexes. 
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!AB The optimal management of postoperative pain is a prerequisite for early 
f recovery and shorter hospital stays. The use of multimodal analgesia 

f techniques involving the use of opioid and non-opioid (local anesthetics, 
\ ketamine, .acetaminophen, and non-steroidal ant i- inflammatory drugs) 

analgesic drugs can markedly enhance pain relief in the perioperative 
period. .COPYRGT. 2001 Lippincott Williams & Wilkins. 
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£\B Aims of the study. To. assess the analgesic efficacy and side effects of 
\ tramadol and equianalgesic doses of morphine and to assess the 

quality of life (QL) in patients suffering from cancer pain and to 

establish equianalgesic doses of oral tramadol and • 

morphine. Patients and methods. Fourty opioid-naive patients with 

moderate, strong or very strong cancer pain (verbal scale) or at least 45 

mm on VAS scale, were treated with tramadol (20 patients) or 

morphine (20 patients) . During the first 7 days the pain was stabilised 

by the use of immediate release forms of tramadol (drops, 

capsules) or morphine (water solution) . After 7 days, if a satisfactory 

pain relief was achieved and appropriate daily doses were applied ( 

tramadol 150-600 mg, morphine 20-200 mg) patients were switched to 

controlled release forms, of tramadol - Tramal 

Long (Retard) tablets - or sustained release morphine (MST Continus 

tablets or M-eslon capsules) for 28 days. QL was assessed by QLQ C 30 

questionnaire. Pain intensity was appraised by VAS and verbal scale, side 

effects by verbal scale. Results. The duration of treatment was 3-310 

(mean 87.15±78.23) days for Tramal Retard and 5-502 (mean 

100 . 05±102 . 67) days for morphine MST Continus and M-eslon. Daily doses 

were as follows: 200-600 (mean 322 . 22±116 . 60 ) mg for tramadol 

and 20-270 (123.5+78.15) mg for morphine. Satisfactory analgesia was 

achieved in both groups. However, in patients with neuropathic pain 

better analgesic effect was noted in the morphine group (significant 

difference in VAS scale after first week of the treatment. 80% of patients 

in both groups preferred the treatment with controlled 

release forms of tramadol and morphine . The treatment 

was well tolerated, 17 patients in tramadol group and 18 in 

morphine group completed the study. More side effects were noted in 

morphine group, however significant differences appeared only in 

drowsiness, difficulties in passing urine, sweating and dizziness 

intensity. QL results revealed better global QL and less fatigue after 35 

days of the tramadol treatment. Conclusions. Tramadol 

and equianalgesic doses of morphine (up to 270 mg/day) in immediate and 

controlled release forms are effective in the treatment 

of different types of moderate and severe cancer pain. Tramadol 

is less effective in patients with neuropathic pain. Both drugs can be 

safely used at home. Better global QL and less fatigue was observed after 

35 days of the tramadol treatment. Tramadol is 

recommended in patients with moderate pain (VAS 30-54 mm) and morphine in 
patients with severe and very severe pain (VAS > 54 mm) . Equianalgesic 
doses of tramadol and morphine administered orally are 4:1. 
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AB Pharmacological treatment is the most common treatment for non-malignant 
chronic pain diseases such as lumbar and/or cervical spondylosis and 
osteoarthritis of the knee or hip joint. In Japan, opioid analgesics 
cannot be used for non-malignant chronic pain syndromes because of the 
strict regulations for opioid use by the Ministry of Health and Welfare. 
Non-steroidal anti- inflammatory drugs (NSAIDs) do not have sufficient 
effect as analgesics for some painful conditions as well as having 
possible serious side-effects on the gastrointestinal tract and kidneys. 
According to the Japanese Rheumatism Foundation report on NSAID- induced 
gastrointestinal lesions in 1991, gastric ulcers were found in 15.5% of 
1008 patients who underwent endoscopic examinations. In multicentric 
questionnaire research, it was discovered that 63% received NSAIDs for 
longer than 3 months. New drugs having stronger effects for chronic pain 
and less severe adverse side-effects are expected within the decade. 
Tramadol hydrochloride controlled- release is a 

long-and centrally acting analgesic without serious side-effects for which 
we are currently going on to the phase II trial in collaborative studies 
between Japan and the United States for non-malignant chronic pain 
•diseases. .COPYRGT. 2001 European Federation of Chapters of the 
International Association for the Study of Pain. 
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An uncontrolled retrospective study was conducted looking at the use of 
oral control led- release hydromorphone in 

palliative care patients. Over a 2-year period 55 patients were switched 
to hydromorphone therapy, and the efficacy and outcomes were assessed. 
Urea and electrolyte measurements were also recorded at the time of opioid 
switch and renal impairment defined as urea > 10.5 mmol/1 and/or 
creatinine > 101 mmol/1. This group of 29 patients with abnormal 
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urea and/or creatinine (Group 1) was compared with the remaining 26 
patients (Group 2) who had normal urea and creatinine. The major reasons 
for change to hydromorphone were side-effects 

(cognitive/drowsiness/nausea) on previous therapy. Following a switch to 
hydromorphone these side-effects improved in over 80% of patients (n = 
55) . Comparison between Group 1 and 2 demonstrated a significant 
difference in renal function but no significant differences in reasons for 
change, dose of opiods or response -to change (over 8 0% improvement 
following opioid switch) . We conclude that hydromorphone is a flexible 
second- line alternative to morphine that is particularly useful when 
intolerable side-effects are experienced with other opioids. In renal 
impairment (including two patients with end-stage renal failure) we found 
hydromorphone to be safe and effective. Further clinical and 
pharmacokinetic studies are required. 
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A pharmaceutical preparation, especially for oral administration, containing 
^1 opioid analgesic and formulation components influencing the 
release of the active substance is formulated proportionally for rapid and 
retarded release in such a way that the in vitro release rate from the 
preparation according to the paddle method shows a mean value of >4 0 weight % 

1 h, and the average value of the in vitro release rate after 4 h is still < 
weight% of the active substance. Thus, a delayed-release formulation of 
tramadol-HCl was prepared containing tramadol-HCl 75, 

lactose. H20 50, ethylcellulose 8, cetostearyl ale. 32, talc 2, Mg stearate 
1.5, oleic acid 1, di-Bu sebacate 1.7, and H20 2 mg. A rapid-release 
formulation was also prepared containing tramadol-HCl 25, lactose. H20 
27.5, Mg stearate 1, PVP 4.25, microcryst. cellulose 27.5, and H20 1 mg. 
These 2 formulations were incorporated into a 2 -layer tablet and coated 
with a mixture of hydroxypropylmethylcellulose , polydextrose , Macrogol 4000, 
and talc to produce a 290-mg tablet. The plasma tramadol level 
1, 1.5, 2, 3, and 4 h after ingestion of 1 tablet was 87.53, 110.53, 
109.27, 100.65, and 92.25 ng/mL, resp. 
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An oral dosage form of morphine is formulated by powder- layering 
an homogeneous mixture of morphine sulfate and hydrous lactose impalpable 
onto inert beads to obtain a multiparticulate product. A plurality of the 
powder- layered beads may be administered either in immediate release form 
or in an extended release form by coating with a hydrophobic material. In 
addition, multi-particulate oral dosage forms containing 

therapeutically effective agents containing a plurality of pharmaceutically 
acceptable inert beads powder- layered with homogeneous mixture of a 
therapeutically effective agent and hydrous lactose impalpable are also 
disclosed. A method of preparing the dosage forms as well as a method of 
preparing spheroids containing the homogeneous mixture of therapeutically 
effective 

agent and hydrous lactose impalpable are also described. A batch of 
morphine sulfate high- load beads was manufactured by using an alternate method 
of powder layering. The formulation consisted of morphine sulfate powder 
50.0, lactose hydrous impalpable 10.0, povidone 1.5, sugar beads-30/35 
14.0, purified water qs, and Opadry Blue YS-1-10542A 3.9 mg . 
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AB A preparation for oral administration is disclosed which allows for 
controlled release of an opioid analgesic supplied in 
crystal form, with particle size from 10^m to 3 mm, preferably, 50jam 
to 1 mm, which has a retardant action. Retardant polymers may include 
acrylic resins and/or cellulose derivs. Opioids may include 
hydromorphone , oxycodone, morphine, levorphanol, methadone, etc. 
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an oral controlled- 
release preparation allowing controlled release of 

at least an analgesic consisting of microtablets <3 mm in diameter 
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Postherpetic neuralgia (PHN) is a chronic pain syndrome that is often 
refractory to treatment and can last for years, causing physical and 
social disability, psychological distress, and increased use of the 
healthcare system. In this paper we provide an update on recent 
developments in the treatment of PHN. We emphasise the results of recent 
studies that provide an evidence-based. approach for treating PHN that was 
not available until very recently. In randomised, controlled clinical 
trials, the topical lidocaine patch, gabapentin, and controlled 
release oxycodone have been shown to provide superior pain relief 
in patients with PHN when compared with placebo. It has also recently 
been demonstrated that the tricyclic antidepressant nortriptyline provides 
equivalent analgesic benefit when compared with amitriptyline , but is 
better tolerated. Based on these results, nortriptyline can now be 
considered the preferred antidepressant for the treatment of PHN, although 
desipramine may be used if the patient experiences unacceptable sedation 
from nortriptyline. The topical lidocaine patch, gabapentin and 
controlled release oxycodone all appear to be as 

effective as tricyclic antidepressants in the treatment of patients with 
PHN, and the results of these recent studies suggest that each of these 
treatments should be considered early in the course of treatment. 
Additional controlled trials are needed to compare the efficacy and 
tolerability of these 4 treatments - tricyclic antidepressants, 
gabapentin, the topical lidocaine patch and controlled 
release opioid analgesics - used singly and in various 
combinations in the treatment of patients with PHN. 
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Post-herpetic neuralgia (PHN) is a common painful eruption secondary to 
reactivation of herpes zoster virus. It may follow chickenpox by many 
years and is defined as persistence of pain more than one month after the 
eruption of vesicles. This review article discusses the pathophysiology 
and treatment of this common painful condition as well as analysing likely 
benefits of potential future treatments. 
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Disclosed is a controlled release dosage form for an 

analgesic that does not contain an expanding polymer and comprising a core 
containing the analgesic, preferably tramadol or its 

pharmaceutically acceptable derivs . and a semipermeable membrane coating 

the core. A core tablet was formulated containing tramadol 

•HC1 16.67, lactose monohydrate 82.33, colloidal silica 0.5, and Mg 

stearate 0.5 % and the core was coated to have a final composition containing 

core 87.5, cellulose acetate 7.5, Eudragit S100 2.5, triacetin 0.625, 
PEG-400 0.625, and sugars 1.25 %. 
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stabilized sustained 


release oral 


solid 


dosage form which 



includes an effective amount of tramadol or a pharmaceutically 
acceptable salt thereof dispersed in a matrix of a hydrophobic material 
comprising a wax- like substance which was melted or softened during the 
preparation of the matrix, is cured at 35-65° for 4-72 h, such that the 
formulation, when subjected to in vitro dissoln. after exposure to 
accelerated storage conditions of >1 mo at 40° and 75 % RH, 
releases an amount of tramadol which does not vary at any given 
dissoln. time point by <20 % of the total amount of tramadol 
released when compared to in vitro dissoln. conducted prior to subjecting 
the dosage form to the accelerated storage conditions. A tablet was 
formulated containing tramadol -HC1 200, Ethocel Std7 110, 
stearyl ale. 110, di-Bu citrate 22, talc 7.4, and magnesium stearate 3.8 
mg. An in vitro dissoln. rate of tramadol -HC1 from the 

tablets was determined and the results showed that the tablet was suitable for 
administration on an once-a-day basis. 
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A dissoln. model and a dissoln . -absorption model were used to describe in 
vitro and in vivo fates of drug dosage forms. Accordingly, two groups of 
equations were developed to display the kinetic processes of the two 
models. Considering that an in vitro dissoln. test was used not to 
simulate the absorption of drugs in vivo but to approach its in vivo 
dissoln. behavior, the in vitro dissoln. rate constant Rout and the in vivo 
dissoln. rate constant Rin were selected to evaluate the correlation between 
the in vitro and in vivo processes. Two computer programs were developed 
to simulate the in vitro and in vivo processes resp., thereby providing 
the approximation of Rout and Rin. In this simulation, an absorption rate 
constant Ka (obtained from conventional pharmacokinetic simulation) of drug 
solution was used to substitute the absolute absorption rate constant Kab 
(which 

means the absorption rate constant of a completely dissolved drug solution at 
the absorption site) of the drug to obtain Rin. Two dosage forms of 
tramadol hydrochloride (capsule and oral solution) were 
orally administered to six healthy volunteers and blood samples were 
assayed with a HPLC procedure with fluorescence detection. The data of 
oral solution were used to obtain the approximation of Kab. In vitro ■ 
dissoln. test was also performed with the capsule. After the 
computer-aided simulation on the data obtained from the capsule, the mean 
Rin for six volunteers was 6 . 27±0 . 52x10 - 5 mL.mg-2/3 .min-1 and the mean 
Rout of six samples at 0, 25, 100 rpm stirring rate in dissoln. test was 
9. 03±2. 03x10-5, 1 . 63±0 . 90x10-4 and 1 . 80±0 . 65x10 - 4 

mL.mg-2/3 .min-1, resp. These results might suggest that compared with 
Rin, Rout values were higher to some extent, which means that the dissoln. 
test method used here achieved a faster dissoln. rate than that of the in 
vivo. The dissoln. test at 0 rpm stirring rate provided a relatively 
approx. result, even though it still seemed to be a little faster. This 
work might introduce a method to evaluate the in vitro and in vivo 
correlation and to direct the improvement of an in vitro dissoln. test. 
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fiB An easy- to- swallow pharmaceutical composition consists of >1 coated 

particles with a core." which contains an active substance and a coat with 
\ >1 layers. The coating layer (s) contains >1 hydratable, 

pharmaceutical^ acceptable polymer which, on contact with saliva or 
water, forms a coherent, moldable, viscous mass with a slippery surface 
which does not adhere to the mucous membranes of the mouth, and 

which prevents the active substance- containing particles from leaving the mass 
and releasing the active substance in the mouth cavity. The 
(outermost) coating layer contains >1 salivation-promoting agent. 
The properties of the coating make the composition suitable for administering 
highly dosed or bad- tasting active substances and even for swallowing 
without any liquid Thus, a solution of ciprofloxacin 2000, Crospovidone XL-M 
110, PVP K90 60, water 900, and EtOH 1800 g was spray-coated onto sucrose 
\ crystals 0.3-0,6 mm in diameter to produce core particles, which were then 

t coated first with a powdered mixture of NaCl 50,. Na saccharin 50, and Na. 

carboxymethylstarch 50 g, and finally [after moistening with EtOH-H20 
(1:1)] with a powdered mixture of Na CM-cellulose 275 and talc 75 g. 
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Entered STN: 2 Apr 1998 
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The role of opioids for moderate pain (so-called 'weak' opioids) in the 
second step of the World Health Organization's analgesic ladder has been 
investigated in a prospective randomized study. Sixteen patients were 
administered dextropropoxyphene (DPP) in a dosage ranging from 12 0 mg to 
240 mg daily (group 1) , and 16 patients were administered the lowest doses 
(20 mg daily) of commercially available controlled- 
release morphine (group 2) . Equianalgesic doses of oral 

morphine, pain relief and symptoms during the first 10 days of therapy and 
during the last 4 weeks before death were assessed. Three of 16 patients 
maintained DPP until death, whereas three patients in group 2 were 
switched to DPP due to the occurrence of intolerable side effects. . 
Intensity and frequency of nausea and vomiting drowsiness, and dry 
mouth were higher in group 2 than in group 1 during the initial 



i 



treatment. These results stress the role of 'weak' opioids during the 
induction of opioid therapy in opioid-naive cancer patients. 
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The title formulation comprises tramadol or a pharmaceutically 
acceptable salt thereof in combination with a substance having an 
anti-nauseant activity. A capsule contained tramadol -HC1 

50, domperidone 10, microcryst . cellulose 50, Mg stearate 1, and colloidal 
anhydrous silica 0.3 mg. 
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AB A controlled- release pharmaceutical composition for 

oral administration in humans or animals, comprises a matrix 
containing sodium alginate, a water- swellable polymer, a C2-50 edible 
hydrocarbon derivative having a m.p. 25-90° and a divalent salt 
selected from the group consisting of iron, zinc, magnesium, aluminum and 
calcium salts. Thus, controlled- release tablets 

contained morphine sulfate 60, Hydroxyethyl Cellulose 20, sodium alginate 
75, CaC12 8, lactose 140, cetostearyl ale. 70, talc 5, and Mg stearate 5 
mg/tablet . 
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Objective: The present study tested analgesia produced by a new 
controlled release formulation of tramadol . 

The investigation employed an experimental pain model based on 
chemo- somatosensory event-related potentials (CSSERP) in response to 
painful chemical stimuli applied to the nasal mucosa. Study: Twenty 
healthy volunteers participated in the experiments, which followed a 
controlled, randomised, double-blind, 3-way cross-over design. Each of 
the three medications (tramadol 100 mg [T100] , tramadol 
controlled release 100 mg [TCR100] and tramadol 
controlled release 150 mg [TCR150) was administered 

orally to fasting subjects. There was at least a 6 day washout period 
between tests. Each experiment was divided into five sessions, which took 



place before and 2, 4, 6, and 12 h after drug administration. In addition 
to the assessment of CSSERP, ' subjects rated the intensity of both the 
tonic and phasic painful stimuli. Nonspecific drug effects were also 
monitored by means of frequency analysis of the spontaneous EEG, ratings 
of adverse effects, and the subjects' performance in a tracking task. 
Results: The significant reduction of amplitude Nl at central recording 
positions indicated that TCR150 was the most effective analgesic 12 h 
after administration. Both 6 and 12 h after administration TCR100 was 
more effective in terms of analgesia compared to T100. In addition, 
TCR100 appeared to produce fewer adverse effects than the standard 
formulation of tramadol. Conclusions: The controlled 
release formulation can be expected to become a. valuable tool in 
peroral therapeutic regimens for chronic pain. 
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AB A controlled-release preparation for oral 

administration contains tramadol or a pharmaceutical^ 
acceptable salt thereof, as active ingredient. The controlled- 
release matrix comprises Cl-6-alkyl cellulose, C12-36 aliphatic ale, 
and optionally polyalkylene glycol. For example, a tablet contained 
tramadol -HC1 100.0, lactose 58.0, Et cellulose 15.0, 
cetostearyl ale. 52.0, Mg stearate 2.0, and talc 3.0 mg. 
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AB The optimal management of postoperative pain is a prerequisite for early 
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Objective: The present study tested analgesia produced by a new 
controlled release formulation of tramadol. 

The investigation employed an experimental pain model based on 
chemo- somatosensory event-related potentials (CSSERP) in response to 
painful chemical stimuli applied to the nasal mucosa. Study: Twenty 
healthy volunteers participated in the experiments, which followed a 
controlled, randomised, double-blind, 3-way cross-over design. Each of 
the three medications (tramadol 100 mg [T100] , tramadol 
controlled release 100 mg [TCR100] and tramadol 
controlled release 150 mg [TCR150) was administered 

orally to fasting subjects. There was at least a 6 day washout period 
between tests. Each experiment was divided into five sessions, which took 
place before and 2, 4, 6, and 12 h after drug administration. In addition 
to the assessment of CSSERP, subjects rated the intensity of both the 
tonic and phasic painful stimuli. Nonspecific drug effects were also 
monitored by means of frequency analysis of the spontaneous EEG, ratings 
of adverse effects, and the subjects' performance in a tracking task. 
Results: The significant reduction of amplitude Nl at central recording 
positions indicated that TCR150 was the most effective analgesic 12 h 
after administration. Both 6 and 12 h after administration TCR100 was 
more effective in terms of analgesia compared to T100. In addition, 
TCR100 appeared to produce fewer adverse effects than the standard 
formulation of tramadol. Conclusions: The controlled 
release formulation can be expected to become a valuable tool in 
peroral therapeutic regimens for chronic pain. 
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AB A controlled-release preparation for oral 

administration contains tramadol or a pharmaceutically 
acceptable salt thereof,, as active ingredient. The controlled- 
release matrix comprises Cl-6-alkyl cellulose, C12-36 aliphatic ale, 
■ and optionally polyalkylene glycol. For example, a tablet contained 
tramadol -HC1 100.0, lactose 58.0, Et cellulose 15.0, 
cetostearyl ale. 52.0, Mg stearate 2.0, and talc 3.0 mg. 



=> d his 

(FILE ' HOME 1 ENTERED AT 09:08:03 ON 08 AUG 2007) 



FILE 1 MEDLINE , EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS , NTIS , 
LIFESCI' ENTERED AT 09:15:26 ON 08 AUG 2007 



Jjl 10. S ECTEINASCIDIN (W) COMPOUND? 

«L2 3 S (BACTER? OR CANDIDA?) AND LI 

|L3 ' 8 DUP REM LI (2 DUPLICATES REMOVED) 

<L4 



?L5 



L6 



2 


s 


L3 AND RECOMBINANT 




E 


ESTEBAN B P/AU 




E 


PEREZ T A/AU 


629 


S 


E2-E3 




E 


IGLESIAS A V/AU 




E 


IGLESIAS ANNA/ AU 


2 


S 


E3 




E 


MORENO R M/AU 


49 


S 


E3 


680 


s 


L5 OR L6 OR L7 


0 


s 


L3 AND L8 



FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS , SCISEARCH, HCAPLUS , NTIS, 
LIFESCI* ENTERED AT 10:39:27 ON 08 AUG 2007 



*L10 


52992 


S 


CONTROLLED (W) RELEASE 


<L11 


3850 


S 


PROLONGED ' (W) RELEASE 


L12 


.56361 


s 


L10 OR Lll 


L13 


76 


s 


( 3 ( W ) METHOXYPHENYL ) ( W ) C YCLOHEXANOL 


L14 


11588 


s 


TRAMADOL? 


L15 


0 


s 


[DIMETHYL (W) AMINOMETHYL] (3W) ( 3 -METHOXYPHENYL) i 


L16 


11594 


s 


L13 OR L14 


L17' 


270 


s 


L12 AND L16 


L18 


15306 


s 


DOSAGE (W) REGIMEN? 


L19 


0 


s 


L17 AND L18 


L20 


0 


s 


125MG AND 225MG AND 325MG 


L21 


759 


s 


75 AND 175 AND 275 


L22 


0 


s 


L18 AND L21 


L23 


0 


s 


L17 AND L21 


L24 


125 


s 


(ORAL OR MOUTH) AND LI 7 


L25 


122 


DUP REM L24 (3 DUPLICATES REMOVED) 



=> s 114 (w) 112 

L26 27 L14 (W) L12 

=> s 126 and (oral or mouth) 

L27 12 L26 AND (ORAL OR MOUTH) 

=> d 1-12 ibib ab 

L27 ANSWER 1 OF 12 EMBASE COPYRIGHT (c) 2007 Elsevier B.V. All rights- 
reserved on STN 
ACCESSION NUMBER: 96278734 EMBASE 
DOCUMENT NUMBER: 1996278734 

TITLE: Assessment of analgesia in man: Tramadol 

controlled release formula vs. tramadol 

standard formulation. 
AUTHOR: Hummel T.; Roscher S.; Pauli E.; Frank M. ; Lief hold J.; 

Fleischer W.; Kobal G. 
CORPORATE SOURCE: Dept. Exp. /Clin. Pharmacol . /Toxicol . , University of 

Erlangen-Nurnberg, Krankenhausstrasse D-9, 91054 Erlangen, 

Germany 

SOURCE: European Journal of Clinical Pharmacology, (1996) Vol. 51, 

No. 1, pp. 31-38. . 

ISSN: 0031-6970. CODEN: EJCPAS 
COUNTRY: Germany 
DOCUMENT TYPE: Journal; Article 

FILE SEGMENT: 00 8 Neurology and Neurosurgery 

024 Anesthesiology 

03 0 Pharmacology 

03 7 Drug Literature Index 

LANGUAGE: English 



SUMMARY LANGUAGE: English 

ENTRY DATE: Entered STN: 15 Oct 1996 

Last Updated on STN: 15 Oct 1996 

AB Objective: The present study tested analgesia produced by a new controlled 
release formulation of tramadol. The investigation employed an 
experimental pain model based on chemo- somatosensory event-related 
potentials (CSSERP) in response to painful chemical stimuli applied to the 
nasal mucosa. Study: Twenty healthy volunteers participated in the 
experiments, which followed a controlled, randomised, double-blind, 3 -way 
cross-over design. Each of the three medications (tramadol 100 mg [T100] , 
tramadol controlled release 100 mg [TCR100] 
and tramadol controlled release 150 mg 

[TCR150) was administered orally to fasting subjects. There was at least 
a 6 day washout period between tests. Each experiment was divided into 
five sessions, which took place before and 2, 4, 6, and 12 h after drug 
administration. In addition to the assessment of CSSERP, subjects rated 
the intensity of both the tonic and phasic painful stimuli. Nonspecific 
drug effects were also monitored by means of frequency analysis of the 
spontaneous EEG, ratings of adverse effects, and the subjects' performance 
in a tracking task. Results: The significant reduction of amplitude Nl at 
central recording positions indicated that TCR150 was the most effective 
analgesic 12 h after administration. Both 6 and 12 h after administration 
TCR100 was more effective in terms of analgesia compared to T100. In 
addition, TCR100 appeared to produce fewer adverse effects than the 
standard formulation of tramadol. Conclusions: The controlled release 
formulation can be expected to become a valuable tool in peroral 
therapeutic regimens for chronic pain. 
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AB The present invention provides a method and composition for loading one or more 
drugs in a solution onto one or more ion exchange resin particles to form a 
drug- loaded resin particle. In order to control swelling, the drug- loaded 
resin particle is separated from the solution and dried before recombining the 
drug- loaded resin particle with the solution to load more drugs onto the 
| drug- loaded resin particle from the solution- Thus, solid drug carriers were 
'( prepared by slurring together 750 mL water, 250 mL 70% sorbitol, 300 g drug 
r- and 3 00 g resin, and allowing sufficient time for the drug to load onto 

the resin. When the loading operation was completed the components of the • 
< slurry are separated (e.g., filtered or centrifuged) into liquid and solid 

fractions. Because the sugar ale. is highly water soluble, most of the sugar 
ale. remained in the aqueous phase, leaving about 4% sorbitol in the solids. 
The solid carriers were not washed but are dried to yield material 
suitable for coating. 
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A process for the production of an oral controlled release 
formulation of tramadol is described. The active substance is coated with 
an aqueous Et cellulose dispersion containing an aliphatic or aromatic 
diester. Tablets 

contained tramadol-HCl 100. 0, Avicel PH101 180.0, Polyvidone K30 16.0, and 
Mg stearate 4.0 mg. 
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AB This invention relates to an oral pharmaceutical preparation, 

suitable for dosing every 24 h, comprising a substrate, which substrate 
comprises a pharmaceutical^ effective amount of tramadol or a salt thereof 
and a pharmaceutically effective amount of topiramate and wherein said 
substrate may be coated with a controlled release coating; said preparation 
having a specific dissoln. rate in vitro. 
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A pharmaceutical composition for controlled release of an active substance. 
The active substance is released into an aqueous medium by erosion of at least 
one surface of the composition The composition comprises a matrix containing 
polymer or 

a mixture of polymers, an active substance and, optionally, 1 or more 
excipients, and a coating. A zero order drug release is desirable. The 
matrix typically comprises PEG and the active substance is typically an 
opioid such as morphine or a glucuronide. The coating comprises a first 
cellulose derivative which is substantially insol . in the aqueous medium 
least 1 of a second cellulose derivative which is soluble or dispersible 
water, a plasticizer, and, a filler, A composition was prepared from the 
following ingredients: PEG-200,000 83.5, and morphine sulfate 16.5% by weight 
The coating and the matrix were prepared as described above. The composition 

was 

9 mm long and had elliptic formed surfaces. Morphine sulfate (96.65%) was 
released in 8 h. 
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AB Oral pharmaceutical solid forms for controlled release 

combinations of metamizole and tramadol are disclosed. 

melt-granulation for production of granules coated with a hydrophilic polymer 

is also disclosed. 
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invention concerns a pharmaceutical formulation for oral use 
discloses a method for the production thereof. The preparation is to be 



treatment of chronic or acute pain of variable intensities and of 
various origins, such as post-operative, trauma, fracture, neoplasia, etc. 
The formulation is based upon Tramadol hydrochloride, an opioid analgesic, 
formulated as a multiparticulate composition for programmed release of 50-100 
mg of the drug . 
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AB The invention relates to novel oral pharmaceutical formulations 

having a variably adjustable release effect. The formulations contain one 
or several sucrose fatty acid esters as exclusive release control agents, 
in addition to one or several active ingredients. Saccharose fatty acid 
esters are mixed with the active ingredient and are also used addnl . to 
coat the formulation. The invention also relates to a method for the 
production of the formulations by fusion granulation or fusion pelletizing. 
The pharmaceutical formulations range from quick release to delayed 
release drugs. Thus 400 g tramadol hydrochloride and 400 g saccharose 
ester stearate (HLB value = 1) were mixed with 700 rpm and disintegrated 

J with 3000 rpm at 55°C; the produced granules were sieved through a 
1 . 4 mm mesh. 

v 
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The invention relates to oral pharmaceutical formulations having 
a variably adjustable release effect. The formulations contain one or 
several sucrose fatty acid esters as exclusive release control agents, in 
addition to one or several active ingredients. Saccharose fatty acid esters 
are mixed with the active ingredient and are also used addnl . to coat the 
formulation. The invention also relates to a method for the production of the 
formulations by fusion granulation or fusion pelletizing. The 
pharmaceutical formulations range from quick release to delayed release 
drugs. Thus 400 g tramadolhydrochloride and 400 g saccharose ester 
stearate (HLB value = 1) were mixed with 700 rpm and disintegrated with 
3000 rpm at 55°C; the produced granules were sieved through a 1.4 
mm mesh. 
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Disclosed is a controlled release dosage form for an analgesic that does 
not contain an expanding polymer and comprising a core containing the 
analgesic, preferably tramadol or its pharmaceutical^ acceptable derivs . 
and a semipermeable membrane coating the core. A core tablet was 
formulated containing tramadol *HCl 16.67, lactose monohydrate 82.33, 
I colloidal silica 0.5, and Mg stearate 0.5 % and the core was coated to 
| have a final composition containing the core 87.5, cellulose acetate 7.5, 
Eudragit 

S100 2.5, triacetin 0.625, PEG-400 0.625, and sugars 1.25 %. 
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AB A controlled-release pharmaceutical composition for oral 

administration in humans or animals, comprises a matrix containing sodium 
alginate, a water- swellable polymer, a C2-50 edible hydrocarbon derivative 
having a m.p. 25-90° and a divalent salt selected from the group 
consisting of iron, zinc, magnesium, aluminum and calcium salts. Thus, 
controlled-release tablets contained morphine sulfate 60, Hydroxyethyl 
Cellulose 20, sodium alginate 75, CaC12 8, lactose 140, cetostearyl ale. 
70, talc 5/ and Mg stearate 5 mg/tablet. 
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9965526 


A 


20000302 


US 


2001019725 


Al 


20010906 


US 


2001036477 


Al 


20011101 


US 


7074430 


B2 


20060711 


NO 


.2001003566 


A 


19941111 


GR 


3036565 


T3 


20011231 


AU 


2002300863 


Al 


20030220 


FI 


2003000560 


A 


. 20030414 


AU 


2004229058 


Al 


20041202 


AU 


2005201142 


Al 


20050407 


AU 


2005203460 


Al 


20050901 


US 


2006269603 


Al 


20061130 



'^PRIORITY APPLN. INFO.: 

I 



SK 


1998- 


1437 


19940510 


TW 


1996- 


85103273 


• 19940512 


EP 


1994- 


308493 


19941117 


GR, IE, 


IT, LI, LU, MC, NL, PT, 


AT 


1994- 


308493 


19941117 


ES 


1994- 


308493 


19941117 


PT 


1994- 


308493 


19941117 


IN 


1994- 


MA1134 


19941121 


CZ 


1994- 


2866 


19941121 


IL 


1994- 


111709 


19941121 


FI 


1994- 


5476 


19941122 


NO 


1994- 


4473 


19941122 


HU 


1994- 


3353 


19941122 


SK 


1994- 


1406 


19941122 


PL 


1994- 


305939 


19941122 


AU 


1994- 


79015 


19941123 


ZA 


1994- 


9296 


19941123 


CN 


1994- 


118503 


19941123 


JP 


1994- 


289936 


19941124 


JP 


2002- 


271157 


19941124 


ZA 


1995- 


2103 


19950310 


US 


1995- 


449772 


19950524 


US 


1996- 


607852 


19960227 


US 


1996- 


607851 


19960227 


IN 


1996- 


MA745 


19960504 


IN 


1996- 


MA74 6 


19960506 


IN 


1996- 


MA747 


19960506 


US 


1996- 


677798 


19960710 


IN 


1996- 


CA1452 


19960813 


US 


1997- 


843571 


19970418 




1997 - 


944106 


1997093 0 


AU 


1997- 


39957 


19971007 


US 


1999- 


264399 


19990308 


CN 


1999- 


106642 


19990517 


NO 


1999- 


3484 


19990715 


US 


1999- 


370270 


19990809 


AU 


1999- 


65526 


19991224 


US 


2000- 


740732 


20001219 


US 


2001- 


800204 


20010306 


NO 


2001- 


3566 


20010719 


GR 


2001- 


401419 


20010906 


AU 


2002- 


300863 


20020904 


FI 


2003- 


560 


20030414 


AU 


2004- 


229058 


.20041111 


AU 


2005- 


201142 


20050317 


AU 


2005- 


203460 


200508.04 


US 


2006- 


435015 


20060516 


DE 


1993- 


•4315525 


A 19930510 


GB 


1993- 


•24045 


A 19931123 


GB 


1994- 


4544 


A 19940309 


GB 


1994- 


4928 


A 19940314 


GB 


1993- 


15467 


A 19930727 


GB 


1994- 


3922 


A 19940301 


IL 


1994- 


•109460 


A3 19940427 


IN 


1994- 


•MA351 


A 19940428 



EP 


1994- 


303128 


A3 


19940429 


EP 


1995- 


114527 


A3 


19940429 


EP 


1996- 


101147 


A3 


19940429 


EP 


2004- 


14719 


A3 


19940429 


JP 


1994- 


96671 


A3 


19940510 


JP 


1998- 


229718 


A3 


19940510 


US 


1994- 


241129 


A3 


19940510 


EP 


1994- 


304144 


A 


19940609 


GB 


1994- 


11842 


A 


19940614 


IN 


1994- 


CA455 


Al 


19940615 


US 


1994- 


269208 


Bl 


19940630 


US 


1994- 


343630 


A3 


19941122 


JP 


1994- 


289936 


A3 


19941124 


US 


1996- 


677798 


Al 


19960710 


us 


1997- 


843571 


Al 


19970418 


us 


1997- 


944106 . 


Al 


19970930 


us 


1999- 


370270 


Al 


19990809 


AU 


1999- 


65526 


A3 


19991224 


US 


2001- 


800204 


Al 


20010306 


AU 


2002- 


29207 


A3 


20020328 



% AB A controlled-release preparation for oral administration contains 

\ tramadol or a pharmaceutical^ acceptable salt thereof, as active 

* ingredient. The controlled-release matrix comprises Cl-6-alkyl cellulose, 

\ C12-36 aliphatic ale, and optionally polyalkylene glycol. For example, a 

I tablet contained tramadol -HCl 100.0, lactose 58.0, Et cellulose 

f 15.0, cetostearyl ale. 52.0, Mg stearate 2.0, and talc 3.0 mg. 

* 

'=> d his 

(FILE 'HOME' ENTERED AT 09:08:03 ON 08 AUG 2007) 

h 

FILE ' MEDLINE , EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS, NTIS, 
, LIFESCI' ENTERED AT 09:15:26 ON 08 AUG 2007 

fhl 10 S ECTEINASCIDIN (W) COMPOUND? 

%j2 3 S (BACTER? OR CANDIDA?) AND LI 

L3 8 DUP REM LI (2 DUPLICATES REMOVED) 



L4 


2 


S 


L3 AND RECOMBINANT 


f 




E 


ESTEBAN B P/AU 






E 


PEREZ T A/AU 


L5 


629 


S 


E2-E3 • 






E 


IGLESIAS A V/AU 






E 


IGLESIAS ANNA/ AU 


L6 


2 


S 


E3 






E 


MORENO R M/AU 


L7 


49 


S 


E3 


L8 


680 


S 


L5 OR L6 OR L7 


L9 


0 


S 


L3 AND L8 



FILE 1 MEDLINE , EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS, NTIS, 
LIFESCI' ENTERED AT 10:39:27 ON 08 AUG 2007 



L10 


52992 


S 


CONTROLLED (W) RELEASE 


Lll 


3850 


S 


PROLONGED (W) RELEASE 


L12 


56361 


S 


L10 OR Lll 


L13 


76 


S 


(3 (W) METHOXYPHENYL) (W) CYCLOHEXANOL 


L14 


11588 


S 


TRAMADOL? 


L15 


0 


S 


[DIMETHYL ( W) AMINOMETHYL] (3W) ( 3 -METHOXYPHENYL) (W) CYCLOHEXANOL 


L16 


11594 


S 


L13 OR L14 


L17 


270 


S 


L12 AND L16 


L18 


15306 


S 


DOSAGE (W) REGIMEN? 


L19 


0 


S 


L17 AND L18 


L20 


0 


S 


125MG AND 225MG AND 325MG 


L21 


759 


S 


75 AND 175 AND 275 


L22 


0 


S 


L18 AND L21 



jL23 
|L24 
L2 5 



0 S L17 AND L21 
125 S (ORAL OR MOUTH) AND L17 
122 DUP REM L24 (3 DUPLICATES REMOVED) 
27 S L14 (W)L12 

12 S L26 AND (ORAL OR MOUTH) 



•=> s multiple (w) dosage 



L2 8 



8 05 MULTIPLE (W) DOSAGE 



S { => s multiple (w) dosage? 
L2 9 . 8 05 MULTIPLE (W) DOSAGE? 

=> s 114 and 129 

L30 7 L14 AND L29 

=> s 112 and 130 

L31 0 L12 AND L30 

= > dup rem 130 

PROCESSING COMPLETED FOR L3 0 

L32 3 DUP REM L3 0 (4 DUPLICATES REMOVED) 



=> d 1-3 ibib ab 

L3 2 ANSWER 1 OF 3 EMBASE 

reserved- on STN 
ACCESSION NUMBER: 
TITLE: 

i 

AUTHOR : 

CORPORATE SOURCE: 



COPYRIGHT (c) 2007 Elsevier B.V. All rights 



SOURCE : 



2007315705 EMBASE 

A qualitative systematic review of morphine treatment in 
children with postoperative pain. 
Duedahl T.H.; Hansen E.H. 

Dr. T.H. Duedahl, Department of Pharmacology and 
Pharmacotherapy, Faculty of Pharmaceutical Sciences, 
University of Copenhagen, Universitetsparken 2, DK-2100 
Copenhagen , Denmark . thd@f arma .ku.dk 

Paediatric Anaesthesia, (2007) Vol. 17, No. 8, pp. 756-774. 



COUNTRY : 
DOCUMENT TYPE: 
FILE SEGMENT: 



LANGUAGE : 
SUMMARY LANGUAGE 
ENTRY DATE: 



RefS: 82 

ISSN: 1155-5645 E-ISSN: 1460-9592 CODEN: PAANF7 
United Kingdom 
Journal; General Review 



024 
037 
038 
007 

English 
English 
Entered 



Anesthesiology 
Drug Literature Index 
Adverse Reactions Titles 
Pediatrics and Pediatric 



Surgery 



STN: 26 Jul 2007 
Last Updated on STN: 26 Jul 2007 
AB Background: Postoperative pain management in children is often empirical 
rather than evidence based. Morphine is the pharmacological treatment 
most widely used and although considered safe for children, adequate 
scientific data on morphine's pharmacokinetics, efficacy and safety are 
lacking. This systematic review aimed to evaluate the available 
literature examining different pediatric morphine regimens with respect to 
dosage, analgesic efficacy and incidence of side effects. Methods: 
Thirty-six randomized, double-blind controlled clinical trials with 49 
comparisons, including multiple dosage regimens and 

routes of administration were included. The primary outcome measures for 
analgesic efficacy (pain intensity, time to first analgesic request and 
need for rescue analgesics) together with the incidence of 

morphine- related side effects were evaluated qualitatively by significant 
difference (P < 0.05) as reported in the original investigations. 
Results: Overall, significant improvements in the defined outcome measures 
on analgesic efficacy were only observed when morphine was compared with 



inactive control interventions. No relation between morphine dosage and 
analgesic efficacy was detected. The most common morphine- related side 
effects were vomiting and sedation, with significantly higher incidences 
observed after morphine administration in half of all comparisons. 
Conclusions: Although several factors may justify its use as first line 
therapy in many parts of the world, morphine alone is not the most 
•suitable analgesic for postoperative pain in pediatric patients, as it 
does not have superior analgesic effect and a higher incidence of side 
effects compared with active control interventions. More standardized 
clinical trials with multimodal regimens as well as guidelines for 
evaluating pediatric medicines are desirable in the future. .COPYRGT. 2007 
The Authors. 



L3 2 ANSWER 2 OF 3 MEDLINE on STN DUPLICATE 1 

ACCESSION NUMBER: 2003031904 MEDLINE 
DOCUMENT NUMBER: PubMed ID: 11730570 

TITLE: Pharmacokinetics of enantiomers of trans- tramadol 

and its active metabolite, trans-O-demethyltramadol , in 
human subjects. 

AUTHOR: Liu H C; Liu T J; Yang Y Y; Hou Y N 

CORPORATE SOURCE: Department of Clinical Pharmacology, Bethune International 

Peace Hospital, Shijiazhuang 050082, China.. 
lhcl@s j -user . he . cninf o . net 

SOURCE: Acta pharmacologica Sinica,. (2001 Jan) Vol. 22, No. 1, pp. 

91-6. 

Journal code: 100956087. ISSN: 1671-4083. 
PUB. COUNTRY: China 
DOCUMENT TYPE: (CLINICAL TRIAL) 

(CONTROLLED CLINICAL TRIAL). 

Journal; Article; (JOURNAL ARTICLE) 
LANGUAGE : Engl i sh 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200311 

ENTRY DATE: Entered STN: 24 Jan 2003 

Last Updated on STN: 5 Nov 2003 
Entered Medline: 4 Nov 2003 
AB AIM: To study the stereoselectivity in pharmacokinetics of the enantiomers 
of trans- tramadol (trans-T) and its active metabolite, 
trans-O-demethyltramadol (Ml) in human subjects. METHODS : Trans-T 
hydrochloride sustained-release tablets were taken orally by 12 healthy 
male volunteers. After a multiple dosage schedule, 

the serum concentrations of (+) -trans-T, (-) -trans-T, (+)-Ml, and (-)-Ml 
were determined in serum by high performance capillary electrophoresis 
(HPCE) . RESULTS: (+)-Trans-T, (-)-trans-T, (+) -Ml and (-)-Ml in human 
serum were separated by HPCE. The linear range was 2.5-320 microg/L for 
the enantiomers of trans-T, and 2.5-50 microg/L for the enantiomers of Ml. 
For the enantiomers of trans-T and Ml, the intra-day and inter-day RSD 
were less than 15 % and 20 %, and the relative recoveries were 94.3 
%-106.2 % and 90.4. %-107.8 %, respectively; the limit of quantitation was 
1.25 microg/L. The serum concentrations of the enantiomers of trans-T 
i reached a steady state in 12 subjects on d 4 after the initial 
\ administration. The steady state serum concentrations of (+) -trans-T were 

higher than that of (-) -trans-T at every sampling points in the subjects. 
The differences were significant in the main pharmacokinetic parameters 
between (+) -trans-T and (-) -trans-T except Tmax. The serum concentrations 
of (-)-Ml were higher than that of (+)-Ml in most subjects and at most 
sampling time points. There were significant differences in Cmax and Cmin 
between the enantiomers of Ml. CONCLUSION: The pharmacokinetics of 
trans-T and Ml was found to be stereoselective. (+) -Trans-T was shown to 
be absorbed completely, but eliminated more slowly. The pharmacokinetic 
stereoselectivity of Ml was different among human subjects. 

L32 ANSWER 3 OF 3 BIOSIS COPYRIGHT (c) 2007 The Thomson Corporation on STN 
ACCESSION NUMBER: 2000:291433 BIOSIS 



DOCUMENT NUMBER: PREV2 000002 914 33 

TITLE: Stereoselectivity in pharmacokinetics of the enantiomers of 

trans tramadol . 

AUTHOR (S): Liu Huichen [Reprint author]; Hou Yanning [Reprint author]; 

Liu Tiejun; Hu Yuqin [Reprint author] ; Yang Yanyan [Reprint 
author] 

CORPORATE SOURCE: Department of Clinical Pharmacology, Bethune International 

Peace Hospital, Shij iazhuang, 050082, China 

SOURCE: Yaoxue Xuebao, (Jan 28, 2000) Vol. 35, No. 1, pp. 40-43. 

print . 

CODEN: YHHPAL. ISSN: 0513-4870. 
DOCUMENT TYPE: Article 
LANGUAGE: Chinese 

ENTRY DATE: Entered STN: 6 Jul 2000 

Last Updated on STN: 7 Jan 2002 
AB AIM: To study the pharmacokinetics of the two enantiomers of trans 
tramadol. METHODS: After trans tramadol hydrochloride 

sustained-release tablets were taken by 12 healthy volunteers in an oral 
multiple dosage schedule, the concentrations of ( + 
) -trans tramadol and ( - ) -trans tramadol were 

determinated by high performance capillary electrophoresis (HPCE) . The 

differences in serum concentrations and pharmacokinetic parameters between 

the two enantiomers were compared through paired t-test. RESULTS: ( + 

) -Trans tramadol and ( - ) -trans tramadol in human 

serum" were separated well. The linear range was 2 . 20apprx81 . 09 

ngcntdotmL-1 . The within-day and between-day RSDs were less than 10% and 

15%, respectively. The relative recoveries were from 98.26% to 102.74%. 

The serum concentrations of ( + ) -trans tramadol and ( - ) -trans 

tramadol reached steady state on the fourth day in the volunteers. 

There were significant differences between the two enantiomers in serum 

concentrations at every time point and the main pharmacokinetic 

parameters. CONCLUSION: ( + ) -Trans tramadol was shown to be 

absorbed more completely, but eliminated more slowly in human body than ( 

- ) -trans tramadol. Pharmacokinetic studies on the two 

enantiomers of trans tramadol showed stereoselectivity. 

=> d his 

% 

; (FILE 'HOME' ENTERED AT 09:08:03 ON 08 AUG 2007) 

! * 

j. FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS , NTIS, 

LIFESCI' ENTERED AT 09:15:26 ON 08. AUG 2007 
1 LI 10 S ECTEINASCIDIN (W) COMPOUND? 

L2 3 S (BACTER? OR CANDIDA?) AND LI 

L3 8 DUP REM LI (2 DUPLICATES REMOVED) 

L4 



,L6 



2 


S 


L3 AND RECOMBINANT 




E 


ESTEBAN B P/AU 




E 


PEREZ T A/AU 


629 


S 


E2-E3 




E 


IGLESIAS A V/AU 




E 


IGLESIAS ANNA/ AU 


2 


S 


E3 




E 


MORENO R M/AU 


49 


S 


E3 


680 


S 


L5 OR L6 OR L7 


0 


S 


L3 AND L8 



FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS, NTIS, 

LIFESCI' ENTERED AT 10:39:27 ON 08 AUG 2007 
L10 52992S CONTROLLED (W) RELEASE 

Lll 3 8 50 S PROLONGED (W) RELEASE 

L12 56361 S L10 OR Lll 

L13 76 S (3(W) METHOXYPHENYL ) ( W ) CYCLOHEXANOL 



L14 


11588 


S 


TRAMADOL? 


L15 


0 


S 


[DIMETHYL (W) AMINOMETHYL] (3W) ( 3 -METHOXYPHENYL) • 


L16 


11594 


S 


L13 OR L14 


L17 


270 


S 


L12 AND L16 


L18 


15306 


s 


DOSAGE (W) REGIMEN? 


L19 


0 


s 


L17 AND L18 


L2 0 


0 


s 


125MG AND 225MG AND 325MG 


L21 


759 


s 


75 AND 175 AND 275 


L22 


0 


s 


L18 AND L21 


L2 3 


0 


s 


L17 AND L21 


L24 


125 


s 


(ORAL OR MOUTH) AND LI 7 


L25 


122 


DUP REM L24 (3 DUPLICATES REMOVED) 


L26 


27 


S 


L14 (W)L12 


L27 


12 


s 


L2 6 AND (ORAL OR MOUTH) 


±28 


805 


s 


MULTIPLE (W) DOSAGE 


1,2 9 


805 


s 


MULTIPLE (W) DOSAGE? 


.L3 0 


7 


s 


L14 AND L2 9 


|L31 


0 


s 


L12 AND L3 0 


|L32 


3 


DUP REM L3 0 (4 DUPLICATES REMOVED) 



A '=> e wright c/auy 

' AUY 1 IS NOT A 

' AUY ' IS NOT A 

'AUY' IS NOT A 

j? AUY ' IS NOT A 

AUY' IS NOT A 

AUY' IS NOT A 

*' AUY 1 IS NOT A 

'■AUY' IS NOT A 



VALID EXPAND 
VALID EXPAND 
VALID EXPAND 
VALID EXPAND 
VALID EXPAND 
VALID EXPAND 
VALID EXPAND 
VALID EXPAND 



r The indicated field code is 
file. To see a list of vali 
SFIELDS at an arrow prompt ( 



FIELD CODE FOR 
FIELD CODE FOR 
FIELD CODE FOR 
FIELD CODE FOR 
FIELD CODE FOR 
FIELD CODE FOR 
FIELD CODE FOR 
FIELD CODE FOR 
not available f 
d EXPAND field 
->) • 



FILE 'MEDLINE' 
FILE 'HCAPLUS' 
FILE 'BIOSIS' 
FILE « EMBASE ' 
FILE 'LIFESCI' 
FILE ' SCISEARCH 1 
FILE 'NTIS' 
FILE ' BIOTECHDS ' 
or EXPAND in this 
codes, enter HELP 



= > e 


wright c/au 






El 


20 


WRIGHT 


BYRON T/AU 


E2 


4 


WRIGHT 


BYRON TERRY/AU 


E3 


2280 --> 


WRIGHT 


C/AU 


E4 


1 


WRIGHT 


C 3RD/AU 


E5 


2 


WRIGHT 


C 4TH/AU 


E6 


395 


WRIGHT 


C A/AU 


E7 


503 


WRIGHT 


C B/AU 


E8 


272 


WRIGHT 


C C/AU 


E9 


1 


WRIGHT 


C CRAIG/AU 


ElO 


680 


WRIGHT 


C D/AU 


Ell 


38 


WRIGHT 


C D P/AU 


E12 


10 


WRIGHT 


C DAVID/AU 



= > s e3 

L33 2280 "WRIGHT C"/AU 



= > e 


colucci r/au 






El 


3 


COLUCCI 


PHILOMENA M/AU 


E2 


2 


COLUCCI 


PIERRE/AU 


E3 


227 --> 


COLUCCI 


R/AU 


E4 


5 


COLUCCI 


R A/AU 


E5 


100 


COLUCCI 


R D/AU 


E6 


2 


COLUCCI 


R F/AU 


E7 


1 


COLUCCI 


R J/AU 


E8 


1 


COLUCCI 


RAEOS J A/AU 


E9 


5 


COLUCCI 


RIOS B/AU 


ElO 


1 


COLUCCI 


RIOS JOSE A/AU 


Ell 


1 


COLUCCI 


RIOS JOSE ANTONIO/AU 


E12 


10 


COLUCCI 


ROBERT/AU 



f 

V 

i 

1 



= > s e3 

L34 227 "COLUCCI R"/AU 

=> e sanchez r/au 



El 


3 


SANCHEZ QUIROZ A/AU 


E2 


1 


SANCHEZ QUIROZ ADALINDA/AU 


E3 


2591 


--> SANCHEZ R/AU 


E4 


1 


SANCHEZ R */AU 


E5 


449 


SANCHEZ R A/AU 


E6 


1 


SANCHEZ R ANTONIO/AU 


E7 


92 


SANCHEZ R B/AU 


E8 


36 


SANCHEZ R C/AU 


E9 


1 


SANCHEZ R C D/AU 


E10 


1 


SANCHEZ R C G/AU 


£211 


1 


SANCHEZ R C H/AU 


E12 


2 


SANCHEZ R CESAR/AU 



4> s e3 

JL35 2591 " SANCHEZ R»/AU 



=> d his 

(FILE ' HOME 1 ENTERED AT 09:08:03 ON 08 AUG 2007) 

FILE 1 MEDLINE , EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS , NTIS, 
LIFESCI' ENTERED AT 09:15:26 ON 08 AUG 2007 
10 S ECTEINASCIDIN (W) COMPOUND? 
3 S (BACTER? OR CANDIDA?) AND LI 
8 DUP REM LI (2 DUPLICATES REMOVED) 
2 S L3 AND RECOMBINANT 
E ESTEBAN B P/AU 
E PEREZ T A/AU 
629 S E2-E3 

E IGLESIAS A V/AU 
E IGLESIAS ANNA/AU 
2 S E3 

E MORENO R M/AU 
49 S E3 . 
680 S L5 OR L6 OR L7 
0 S L3 AND L8 

FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS, NTIS, 
LIFESCI' ENTERED AT 10: 39: 27. ON 08 AUG 2007 



L10 52992S CONTROLLED (W) RELEASE 

Lll 3 8 50 S PROLONGED (W) RELEASE 

L12 56361 S L10 OR Lll 

LI 3 76. S (3 ( W) METHOXYPHENYL) (W) CYCLOHEXANOL 

L14 11588 S TRAMADOL? 

L15 OS [DIMETHYL (W) AMINOMETHYL] (3W) (3 -METHOXYPHENYL) (W) CYCLOHEXANOL 

L16 11594 S L13 OR L14 

L17 270 S L12 AND L16 

L18 153 06 S DOSAGE (W) REGIMEN? 

L19 0 S L17 AND L18 

L20 0 S 125MG AND 225MG AND 325MG 

L21 759 S 75 AND 175 AND 275 

L22 0 S L18 AND L21 

L23 0 S L17 AND L21 

L24 125 S (ORAL OR MOUTH) AND L17 

L25 122 DUP REM L24 (3 DUPLICATES REMOVED) 

L26 27 S L14 (W) L12 

L27 12 S L26 AND (ORAL OR MOUTH) 

L28 8 05 S MULTIPLE (W) DOSAGE 

L2 9 8 05 S MULTIPLE (W) DOSAGE? 

L30 7 S L14 AND L29 



1 



I 



L31 0 S L12 AND L30 

L32 3 DUP REM L30 (4 DUPLICATES REMOVED) 

E WRIGHT C/AU 
L33 2280 S E3 

E COLUCCI R/AU 
L34 227 S E3 

E SANCHEZ R/AU 
L35 2591 S E3 

=> s 133 or 134 or 135 

L36 5098 L33 OR L34 OR L35 

=> s 116 and 112 

L37 270 LIS AND L12 

=> s 136 and 137 

L38 0 L36 AND L37 

=> d his 

(FILE 'HOME' ENTERED AT 09:08:03 ON 08 AUG 2007) 

FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS , NTIS, 

LIFESCI' ENTERED AT 09:15:26 ON 08 AUG 2007 
LI 10 S ECTEINASCIDIN (W) COMPOUND? 

L2 3 S (BACTER? OR CANDIDA?) AND LI 

L3 8 DUP REM LI (2 DUPLICATES REMOVED) 



L4 


2 


S 


L3 AND RECOMBINANT 






E 


ESTEBAN B P/AU 






E 


PEREZ T A/AU 


L5 


629 


S 


E2-E3 






E 


IGLESIAS A V/AU 






E 


IGLESIAS ANNA/AU 


L6 


2 


S 


E3 






E 


MORENO. R M/AU 


L7 


49 


S 


E3 


L8 


680 


s 


L5 OR L6 OR L7 


L9 


0 


s 


L3 AND L8 



FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS, NTIS, 
LIFESCI' ENTERED AT 10:39:27 ON 08 AUG 2007 



L10 


52992 


S 


CONTROLLED (W) RELEASE 


Lll 


3850 


S 


PROLONGED ( W ) RELEASE 


L12 


56361 


S 


L10 OR Lll 


L13 


76 


s 


( 3 ( W ) METHOX YPHENYL ) ( W ) C YCLOHEXANOL 
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